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[ooi6] ^mm^mmtm^xmm^^bn, m^^m^m^ ^<D$m& 
xmm^^hKm^xm^m<DmmKx^mmm^(D±^mmu^o bfc 

mmmm^m^ir^t^x^fc^tiz.xox, &mmmz&>\ ^xmmmm&h 

[0017] [|H1]|1I1», O PEG ( I F±|J^^m200 N 600, 1000, 2000)^BWcMBJ§& 

m2m2t^mw<Diimx<Dm<mmk<DifcmMi^^ir 0 
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mimmmiK^ ^xnot^mm^mm^-m^i-o 

mwmnmuzjs}, ^xn^tc^m^mmt^-m^ir. 
miommmii^^^xn<>t^mm<Dmmmh(D—m^mir 0 
mnmmmi^m^xn^tc^mm<Dm,mmt(D—im^ir 0 
mwrnrnmi^m ^xn^t^mm^mMmt^-im^o 
m ismmmi ^xn^tc^mm(DBmmt<D—m^ir 0 
m umtfom i tc*3v ^xn ot^jfmn <DmMmt<D— m&^ir 0 
mibmm\m\^\^xff<>fzjfimn(Dm^mt(D-m^ir a 
miemmmiK^^xn^tc^mm^mm^-m^^ 

mi8mMMi^m^xn<>tc^mx<vm,mmk(D-{m^ir 0 
mi9mmmi^m^xft^tc^mm<Dm,mmk(D—im7j<ir 0 

m2immmi izm ^xn ^tL^m^mMmt^-m^-ro 
[022]Hife^!ii tj:*3v ^xn ot^mm<7>m>Mmk<7)— m&mir 0 
m23mMMiK&\<^xft^ttmw<nmmmk<v—M&^~r 0 
m24mmmi i-^v ^xn<>ttftW(Dffi.Mmkv>—M&&ir 0 
m25mmmiK^ ^xnot^mm^mmt^-m^ir, 
m26mmwi^m^xft^tc^mmcDm,mmk(v~im^ir 0 
m2imm\m\z.m vtfr <>tz3f.mw(Dmmmkv>—> m&mir 0 
m28mnmifcm ^xn<>tt&w<Dm.mmk<D—M&^ir 0 
m29mmmi^^^xft<>tc*mm<Dm,mmk(D—im7Fir 0 
msoAmmmiK^^xn ^t-^mn <r> mmuw—m (#) ^-r Q 
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[03 w »peg#(d 3 1 o sgwf^m^-t-o 

[035]|g35^tt % MSi£:PEG + y HUOOkGy), #ft^:HBD(HB^) (20k 

g) (rn^mm) n B«©<$*(HEjfefe)^$tbrv^ 0 ^usthei^ 

fee 

[g|36]El36^}i, MS^:PEG+ y j&(100kGyK 5gMt*f£l:HBD(HB;fc) (20k 
g) (Tff^ClbJIlOW, 11 0 (vWF^M) ^^§^TV ^ 0 vWF£i#: 

[|H37]E|37^«, £lj<«$!#:-etf\ ^a^:PEG+ y HUOOkGy) , ##^:H 
BD (HBA) (20kg) (T^T^M) ^^,8 0 iKD^ji: (HE^fe) ^£;ft/CV ^ 0 
[038]|2|38(m, m<DmkW-X(D^ ^a^:PEG+ y HUOOkGy). M*jlgi:H 
BD (HB^t) (20kg) (T^»]|/R) 9 0 &<D%£$k (HE^fe) tf^tLTl >5 0 

[E|39]|2|39^«\ S'J^^W, MMc:PEG + y ^(100kGy) ,##^:H 
BD(HB^) (20kg) (Tff^K^W, 3O0^(D^(HE^fe)^$tLTV^ o 

[|E|40]|2|4Ote, m<DmkW--?<D, ^3&:PEG+ y aUOOkGyh ##^gi:HB 
D (HBA) (20kg) (-fftimm) "TO, 30 0 &(DffiW; (vWF»fe) ^£*vr 

[m41]SlJ<D|g^ft:-e<Z\ Ma^:PEG+ y ^(100kGy), #*^:HBD(HBA) 
(20kg) (Tff^M) 3O0m^^(^^#MWT^^fe ! L#:^^)^ 

[042]SlJ<Z)^#:-e(D, W^:PEG+ y ^(lOOkGy) , ft^:HBD(HB^) 

(20kg) (Tfr AibM) "C©, 3O0^cD^m(^^^^)^^^rv^ o ifc^ 
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^3iy^j|$*-e*>5 0 044te, fefl^ ^T^7'(^aiL), PEG^o^^DNase 

[g|45A]E|45A^ % ||^j8^V^-r^fflb^:^K(DjKiBJ^^m^, ^#DN 

-CDNase^ffl, y ^^tt^PEG^it^DNase^a^Bli^fT^^I, *5it5 y J^flgJH" 
^PEGMa<D^*5j;t^DNaseMa<^BU^fTo^*^i-o 
[045B]B|45B^, ||»J8^*5V>T^fflbfc^K<7)JK»>fbl«0, ^#DN 

oV ^^DNase^S, y ig|Hg#t£PEG:}o £X$DNase%m<Dmz.?fyM, y H 

M^^PEGMa^^^it^DNaseMa^tff^fTo^^^i-o y H + DNase 
MS^fTofct>(DTODNA/»#LTV^;^ PEG + DNase+ y H^S^Tofc 
^<DT1»#DNA(Z)^:i|iM^^^^^ ^^§o 

[046]|H46^, ||^j8^^V>T^fflb/c^K^»^|i.^, 

K<v^^y?<Dffi%z&7jkir 0 m46n, ^4T^mmmv), peg^o^-c 

DNaseM, y ^M^PEG^oiOTNase^acDtii^f^f?^ *3<ra y |!|J^g#t&' 
PEGMS<7)^£:feJ;m3NaseMS<DM^-^Tofc^;l|l:^ 

[0471047^, mmm8izm^xm.m^tc^.mm<Dm,mmmsM(D, temcm 

ML) . PEG^Ol ^-eDNase^a, y ^PEG^J^DNaseMS^itu Wt5 

0!U iSXXfy ^^^PEGMffi^*5j;OTNaseMa(Dtfj(^Tofc^*^-ro 

[048]g|48«, ^^j8^^V>T^fflb^|SW©JK#IBJia^mi^<75, 

^7(^SiU , ^V^/VT/l^tK^JS^-^kJill ) , PEG^O^-eDNase^JS, 
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y $U»£PEG£> ^OTNase^aotfr^ff y HfM^PEG^JSfD 

fo<D^^y?&ft~otM^^ 0 y $|J»15kGy<7>b<^-oV^ 
t©HEifeia^afco 049*3:. fe^k. ^f^7'(^aiL) , ^/V^/VT/V 
ftK^S (V^'L^) . PEG^ol ^-CDNaseMa, y ^PEG^o .OTDNase 

^Vk^/VT/^tK^a ('7-^'^) , PEG (Col v-CDNase^JS, y BMM £rPEG 
33£U«DNase#ifJS<Diiij ^T5#!k feitJ^ r ^M#t^PEGMa<D^*D iOTNase^f 

m^m^^^-r. ^^>^y^m^, i5kG y mMvtc-f->^/v(D^mm2^M 

M(^L#), PEG^OV^-CDNase^a, y HfM^PEG;}o J^DNase^JS 
CDfu^ff 5#!k ^it^y M^PEG^acD^^oiOTNaseMaOBii^ff ofc^ 

[052]052^«:, ^»j8(31^V^^fflLfc^^(Dj^JNHJ|g^m^(D, ^Mt^C 
J^COl ^X*?Vi/V^mmm{Z.£mW\^tdfe^m~to 15kGyM#tUc1^:/ 
/V©#lf2^ ^fTo/c^C^/V^^^/i^^/V (mg/mg), )^i~„ 052te. 
fe^fb. ^^^(Mffi**U^V^/VT/V^tK^a( T 7^^^), PEG^oV^-e 
DNase^S, y ^m*f^PEG*D ^t^DNase^a^fil^ff 5f?!J, *3«£tf y ^M*f^ 
PEG^a^^^oit^DNase^aotfj^ffofc^^^-ro 

[053]B|53«, y SlltSa!) a-Galrfh— ^m^nX^^^^M^ 
tM¥k&^~to PEG + DNase^a(^P^.Ty ^M*f(l00kGy)^f5^, a -gal 
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GSlB4(al, 3Ga0^tTh— W^^fflV^^mbfc 0 

[054]E|54i3\ y mmttlZX*) a -Gal^tTh— ^B&ic^tVTV ^fr^ttM'* 
-ftte£k&^-f~o PEG + DNase&Sfcj&P&T 7 (25kGy) &?t5£* a -gal^ 

o 

[056] 7 ^M*f^aO^#^r5f?!j, ^oi^^^^^hti^/V^PERV^Si- 

sRT-pcR^^^^tfc^^-To ^£tiz>£?K, m>mmky*?#K$o\^xfe 

PERV#S$lt±i£tu£7^ofc 0 

[0571057^, YllW^#l"^t||t3O0 g (3)£U;tJ?56B g ( 
4) . il^^T^^^n— /Kl £rPERV^H@i-5RT-PCRj|? 

J!^b^#^3:*5V^T^^PERV^^ti^$tl,^^ofc 0 
[0018] (ge^J(D|^0j!) 

is?ij#^-i PERv^mffl^^— k^ 5 ^^— (Dia^ij-e$3§ 0 
[0019] ie?ij#^-2f*, PERv^mffly^^— ^^f^-^ia^j-e&So 
[0020] m^m^-s^ =i^ha— /kpigGAPDH^mffl^^r7— K^-r^— (D®imx&% 

o 

[0021] iE^ij#-^-4{i, /vpigGAPDH^mffiy/^— ^sa^'j-efe^o 

[0022] IE^J#-^-5{i, /VdogGAPDH^tiiffl^r7— Ky^-^— (DlE^lJ-efc5 

o 

[0023] @B3W^-6te, 3^hn— /VdogGAPDH^t±iffiy^^— (D|S^J-t?fe§ 0 

[0024] i^r, *mwKmu mm^mmmm^mm-r^o ^mmm^m^t^. 
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Tderj, Tdasj, rdieJ^^*5iTO(D|g-^^, fAM^^(D TunJ , TuneJ, riej , 

cmm&mirZo ^m-r^m^, *mmm%.m&is#>x)*mifcirz> 0 
[0025] (mm&fem) 

MTK*wmmK&\<^xmzmm£th%mm<Dfem&mm~rz) 0 

[0026] (S^IS^) 

^#B#^*3V^ftffl$n«r#^j (regeneration) mfc<D#m<?>— 

&&iritcmm^tcmm$mMvxm^nz>mM^^o mmm^tm.m-m 

w&mtwfrbtezm&m&m^x, mnxm^vmmtKDm, ^Km<D&A& 
m±ir^tx^m<DmM^mmx^^m^m^u ^t««Hf^i* 
ir^tx^m(Dm^(Dn^mMm^n±mmmi-^tix\^ 0 -comt^x, 

[0027] ^mmm^^^xmmtsti&mmn, ^m&miz&\,^xm^tbtizm>fcm<z> 
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qm&m^xtvwcrzm&u, m^m&wtx-^tKxmwt&ftyo mm&M&m. 
mmn-^^tu -^h^y (he) ^ti^<omm^bv 

x 200 fx m) &frv<Dm<vm&mmmtnM^x$YWtirz>z.btfx%z> 0 
[0028] mm*. ^mt&£Tfft&Rj&mm(Dmmbti:ym>o tot, mm^tcnm^ 

tMmmt^titimM(Dmm^mm^thx\^ti 0 
[oo29] ;£^H«^:&v^rMcDg^j ttt, Bmmk£tbt'mnfax\ ^th^t-mm, 

[0030] *Mlffl«^*5V^TrmMj (tissue) v"C , ^-«fE-7^1§&- 

#t^bu ^nfbds^srso tot, lajfttH:, mm^tt^wxihvn-r, 
mmm^m^mmmmmmm, ^wmmMmt^x^mmmmztiz- 

(ot£<Dw^itfd&^&&<Dni&x^&\\ ^mm(D»^\^mmnmxi^ *m 
mmmn*t*<D^&^mmx%^mn<D^mz£<>xmm£nmz>o 

[0031] #BB»l#fc::}3V >r rfMj fctt, ripg^m^J fcfcv >v \ It©»^ AK 

[0032] *Mjttl#^33V^Tr«»J*fcttrSS , irj (organ) t\t, SMi^V^ 
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*5it5jfiLlp-C*>5o 

[0033] #ffii~6fcfe(Djl§3^#ffi>t^fS^i-5fcfe^^, i^SlCJSCTSW^Srt"* 

&©'#fife"BMf 45, 2188-2200(2000) Kfc1St£tlZ£5tejz&M&&&(M£ 
(circulation type organ culture) &2?)*>JBV>£>;Jx#5o 

[0034] *Ml0*i^v^TTO0jjs(^)j^J;tJ«r^«(^)i-Sj^^, 

-?hv?M~ECM)f$ l fr(M%.&. zt*77&*s^ rxm. ivMfcJfh 9^=^fc 

3 0 UfcflSoT\ Jl^lffl^k^^m^^^'g'f*, M^c^W®?^, TJ^lft 
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[0035] nmk&titcmMfe, Muc^y^mxmi^^m^m^tix\^^.tmj 

K-^^fi?fe^^\ £>&V ^Applied Biosystems&^kA#WfB&^:/W# 

iSj^flffci?) mitjfMffi-r 5^i^-c^5 0 -^(D^^j;«9, ffiMX&lk 

t)^*fi-s-^*s-t»t§ o -o^W-J;^ M^hy^<D^y=3iK^y#>mj& 
[0036] ^mmWKm N T r|ffljj^#^j fctt, ^M©^«fe»ciJ:»J3l!a«©J^^bS^o 

; ^(Di^^VV^SoV ^TlOO m m X 100 u m©B| K^^Eir^m^Wc ( = £0 

m^m^mm^wmt-r^b^x^^o not, ^m^. mm^m(%) = ( 
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laiiiff ©i©f ) / ©f ot) x l00XWM1rZ>^b&X%Z> o 

mmm^m^t', m&irzi)NAm&w\feirz^bK£^xhw\fe'r%^b&x%% 

'AftiXdbiO, $lx.fi. Molecular Probes*±<DHoechst 33258&<lf (D^^MMZ: 

m^^xmmxvmmvfcDNAA&m&irz^b&x^Zo jww^m, mm&wfc 

^^^Hoechst 33258 (Ex 356, EM (mjt ftiM) 492) ^SJ££ 

[0037] #W*B#Jcmvrr^KJ£j£ra, 

s^ssjs) . (#*m^7-2i e ©najiatt^si^ssjiS) , m&m 

[0038] j»H#^*3V >T^SSJSSr^f5d^if 5d^f* , HEffefefcifS^t? 

[0039] ^^#w#fc*3v r^K^fbj tte, ^#/#:-e^M«^**i-§^^^v ^ 0 
[0040] ^MSB^^v^^rt-cr^^b-rsjd^d^tt^ ^w^^SSrajJ^rs 

[0041] ^MJlW^^v^r^rtj^ttr^traSjCin vivo)£tt, £#©rtlf|S«:V^o 
[0042] ^MjNBS^&V r^VfcThn J (in vitro) bit, CDffl^Z g 6*JcDfc#) 
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[0044] ^mmm^^ r^^a^H-eWi-^a^j fctt, ^mif^iE^ 

, 'M#^^^a^H-e#i-§#tg^», iL^j5^iL^*^ttJHr»JIIR*5J:rJ«^:»IIR 
[0045] *MJtti#^*5V rantsfl^y^j (ecm) £te rjuma^ffiff j £Wfi*u 

ms&, #±&MBfo&mt>'f i &BB& (somatic cemcDra^^-f-s^asrv^o £0 

o7^U/V (microfibril), jgM£ % M&MW^^v^^fjttfcDm^^^M; 

if) , 75^^if) «^0^^M^bMffl^i-§tfi^^^^«^«W^^bb 

[0046] #im#tcjoi >r rm^*^*j fctt, «a«*fett« , ir©«iesr^r^'«9^— 
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«\ ^9x^mmi®{£*%YWtir%^bK£^xmfeir%^b&X%% 0 *WMWK$s 

^yh^m±tvx^^>mmm^h^m^^>hvxwmvfc 0 -nmh 

[0047] :*«H#^:£V >T r^^^J £f3U m^^fc^'g'^fg^i-^^^— ^^V n 
[0048] ^KIfB#-e^, (l)i^5X30mm©at(^o (M^^ibflRMBtf) 

wau©sij^srs«i^^^^<5fesj;5{-§JSo ) ; (2) ^mmm^m^M^m 

i^C0mi^^J5mm^m'&ir^ o (ORIENTECtt^TENSILON^"t^^;#^RTC-1150A 

[0049] *ii©tiBi^w^ft5^sii, m^, m±&mmK ^<thmsNKi 
[0050] $f*Lv ^M£«g-m, #t«-W5^ mm&ftK b 

, ^KK£t>0. 8, O. 8—1. OMPa^^)^#bTV^^J;V\ 

[0051] ^mmfexmm^ttmnmm (tensillon orienteo 

Xn^b^X^ 0 MfcfftKte, itig5mmS$30mm(D®|ffl-^#W^tt^'fB]t-10 
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[oo52] — m&tt\^mmfcK^xnhfit^—#(DMm^&o, msmst. wmm, 

xmm&8t<DmmbL.xm^zz.b&x%z 0 *mmwK&^x'g#mm<Dm&. 
mamm*. tvm.'*?*—* ( & m xmmir^b^x^ 0 $ m-z, p-d 

Ln(P/Ps) = j3 (D/Ds-1) (1) 

COP (JEE^j) (D) CDflt^i- 0 

[0053] JkW^^^W^ia»M«^^°^^5/h^@^b, ^fflJtfeRtp^f*!^ 

P#^_h|E(l)(D^:^^AbT, /Mft£r^tiJl~£(Sonoda H, Takamizawa K. 
, et al. J. Biomed. Matr. Res. 2001 : 266-276) „ 

[0054] *wmmfc#>\ ^x raw] bit, mtkm mum. M4T> 

^vj»m, tvv^i/mtebitexxfmTkmmmmb^^o ^m^mt^mm^ 

Ottf^Siltt (amphiphilic) £V 

[0055] ^^#B#^*3V r^-mmVkM J fctt, ^#K»ttT^ffi3g#&*L<teT£*5 

ftm&m-rzvom&^o ^mm^^bm^u^b^tix^ir^ 
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m&si±(Dm&xmm^timx.^ i%),ufc^ot, i^x^-©T^ta 

[0056] ^:PJIH»^*dV ^X r^ir/Hkb^V ^ j^<D3ftJt^i2^cD$i?/^^UkV > 

WkSt^m^xmm^^m&trm^rr. u-^^x-r^-x^mm^t^x^v 

[0058] *M3»I#^*5V N T r^ir/HbbTv vffcflgj fctt, WiiiWfeSH^ov ^Tw^L-T 
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^KXoXm&Ztim&o tot, i<Di5^i^WkLTlV£l^tgte, 1, 2-^tf? 
drv-K^y^— (#^/Ky^U^y=i— /V) ^ioTi^$tL#£/^, SDS, Triton 

x-ioo (^sisti) ^b<Dwmm^mxh. ^m±^mm^mx^ir^m^ 

[0059] *^IB#^*5V^-Cri, 2-^^>K^y^— Jirte, ^/-^— tVX(Dl, 

T, lfi^2^^^^^-^l^^bTV>^cD^v^o 1, 2-^^v-KO#!|£:LTi3: 
„ ^^w^^^K, r/ntV^^K ^^^M^, tt°?nut}?yi/f£b^ 
ff^5^h^«^£toV\ 1, 2-^^i/K^y-^-^bT^, i/^dr^R 

, ^y^v^y^— ^^^^e^^PS^^v^ 0£b<«, l, 2 
-^^v-K^y-^— t*, ztfy^w^y^— /k /Ky^ntv^y^— /v&^sfcs 
^•^^^ps^$^v\ toMtui^ i, 2-^7K^K^y^-«, ^y^ 
^^y=i-/v-efe6o #mxra\ i, 2-^df-^K^y-^-tt, m§^tt£r#i-£ 0 
[0060] ^^|0#^v^r*°y^w>^y^— /Kpeg)j^« n ^i/^y=i— /KD/Ky 

•V— £rl \ ^y^^l/^h^R (poly (ethylene oxide) ) ^*t, HO-(CH 

ch o) -Hxmzti&o ^j^u^j^—m^, (Dfemfrh^mtstixm 

2 2 n 

, Union Carbide (Carbowax) , Dow (Polyglycol E) , Texaco Che 

mical)Jeffox) , Olin(PolyG) , BASF Wyandotte (Pluracol E) , Hodag, ICI 

Americas (ATEG) N Nacalai tesque, 0 ^l&Bftb #^TfTl££;fxTV ^ Q 
, PEGte, ^i%ft^-m&200b6000b<DmX&Z) o ^t<D£yf£PEGbVX^ Nacal 
ai tesque(Dpolyethylene glycol (H (OCH CH ) OH) #^T-m(^!Jx.^\ 200 

2 2 n 

, 600, 1000, 2000, 6000) <D£?t£Mn a fi^lfhfrl& 0 M^, PEG^LTte:, 
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l000b2000b<Dm~e&Zo ffl<Dfri£L^MMMte'?fes PEGte, 5pj£#^*a s 10 
00J^T-Cfc«9#^o «fc«50*lXf*PEGfciu W^M^1500^2000^(D^-efc , 9 

^T^ffl^ti^PEGte, #Xtf^lC^fc3-£aW*LV^ ^©^fa^-m 
Mimb^MM-rSfcfe^, PEG^CD^^ff B*3ff (fllfcfcfDNasel 

[0061] ^mmm^^^x^miribi-i, &%m&&*>zmftM%.t£. mm^tp^Atiz 
*^m^—)^mmmizAti%z.b&rw:~r}b^% ^ot, m-rx@«, 

[0062] ^jW^^v^Trjjfe^-rsjxStt, *5§W©5"fe/HbbTv^v^1»owS^i 
#£fflv^fr;b*x5o *5IMl!:*3V^tt, ^a^ttfeJiSajfttt, ^f*W^ffl^m 
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[0063] *mMWiz&^xrfc¥&}#}Mikt*, j&mitt. $b%mv£*ik^mnx*%m<,m 
xjt, m-rz.biz.£z,)-rz>z_b&\^ 0 fcfcu ^mmmic^^xmrn^ti^m^s it 

[0064] ^#B#^*3V A T r^^/k^j m^^^v \ 
[0065] ^#/i^CJ&£X-Cf3\ Mx.lt, SXTftmfbtiZ : 
fcbK.it C H -^CH • +C H • 

3 8 3 2 5 

fcbz.lt CH -+CH COCH -^CH +CH COCH • 

3 3 3 4 3 3 

fcbx.it CH • +C H ->C H • 

3 2 4 3 7 

fcbx.it n-C H — >C H +CH • 

3 7 2 4 3 

W^ECfo CH -+CH — >C H 

3 3 2 6 

X^bHJ4> C H • +C H — »C H +C H o 

25 25 24 26 

[0066] ^^B^^Tr^v^/H tt. 7y-?^^i*iiti, ^mx^o^ 
W£rv>5o 7FMM^-2m&h^i>(Dit, \fJ*?l3j>vb\^o 9^/^bLXn^ Mx.it, 



WO 2005/063314 32 PCT/JP2004/019441 

[oo67] &wmmfc&^xr7i?#/ufc}&}&&tftcfab*5fa^ B\<>m^miz.tetfz>mft 

[oo68] *mmmz.&\< ^x r^y — tit. ^j^/^m^ir^t^x^m 
%zmmwz.tt, xmmmmm, m^mmmmm. m^mmmmm, v mmrnrn 
[oo69] -m^ z.<D£?tmmmfe, xmmm, m^mmm, m^mmm, y mmm, & 

3 

2 

^^<dsj^(^^/vsj^) \c^xm\tf-z> 0 -(DXyfmmmn, *mmm\z&^ 
xmmt5n%7V—7isz^w&M<D—Mx&% 0 

[0070] itt^<D^#/(D^m^^, ^r^^^(Di:5^«*^^b^,oMJ^bf'd^^n 

<DMfem<Dmmc£<>xmmir%-tfrx%% 0 ^^xm^(Dm\^^;vm^. 

[0071] ^mmW^^ ^X r y Hj fctt, St^i&S 0.001 nm j;^®, ^m*«£v 

=¥— -C^bitrfrfafc 100 keV |^_h<D3fea^-efc5^^3&5 0 M^t, m^m<D^/v 
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[oo72] y m^mmm*. isGym&vm^r^t^< ^ mm An, mmmn, mmm 

[0073] ^JSB*^*5V A T r^^j bit, ^U^<DM&&ffiffiZ60~4O0tM&±mbU 

rmxxmtm^^t^h, ^mmmxn, xmtmmir^mm^ir^t^mm^ 
tbZ>o ^MKtx^xu, wz-tt. ^*t-^t, Aram, *^*fc« 

[0074] *Krffl#^*5V>Trx^J l^h^VII^PMtU $c*/^0.001nm£*_L, 0* 

b(D&&tz—&m&irz 0 xmw^mmm^hm^m^mBxmmu ^u-c 
nmmmm)Km^^xm^ir^xmia^MmmmMKmwj:<.mmmix^ 
^Mm^^w^mmxmt, Mmmmm^m^B^^b/^^ir^mi 
mtfimzfr, ^mxxfet*<D£yfj;xmx&<>xhm\<^~ttfx%z> 0 xm^mM 

mfbfrz&^tibiz-mizztift^o mmm^htati'm^m^jy^—^hmmx 
MMisfrixmmm\cM&&M;xf, xm&m^-&%. xm^tvunrma^vvvj* 
m&¥& £<&t>tiz>. mmmntisXttmffixmx^ >e> 

o ^P5£«i±«^o53o— iookV(Dmmx&%$K ^nKm^ti^r . ^ieo^ 

[0075] ^:0^lH#^5oV^T^7v ? ^/V^-<^v >J r— ^^fcte^b^^^y 
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[oo76] ^waw^-crau mfts °?y—?i?*/^(D&mz£oxmi&£ti 

[0077] ^W#B#^*3V N T m^-Bi fctt, HKWt-— ^li^/v^ — ^rttSS-f 

[0078] ±^(D^^#t^^3feif+^J;^PJ^.S#^#«^f»af+^J;^iiJ^fc 
[0079] *i!lH#tc:^oV^r^j^«, i x lo^Pa^T^ffi^v^o ^mmm^^^xt 

WLf±] Ttfe, 1 X 10 _1 Pa— 1 X 10 5 Pa(D$5H(Dj£^^V^5o 

[0080] ^JBrt^fev^Tr^j^ m^m^^ti^MMxm\^ti, It^ m^irbT 

^P»78%, ^21%, T/V=*V1% ^ ggHtl^*0.03%, ^^0.3%^o-CV^ 

[0081] ^mmm^^^xmm^ib^ *m,£*)hwtmm&&m^mm&£ir 0 ^*l< 

[0082] «^H#^^vrr7Rppj^ H«W^H 0(D^^5&5^tfi^*3^5SJSSr 

2 
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[0083] ^wmmzm ^xyv-^^mm^^ mmm^^^-mm b\^x\t* 

[0084] ^mMWlZ.^ A "C r^a?gtt#;® j (physiologically active substance) bit* IfflJi&J: 

^^nm^mxmn^K mm^m-r^m^m^xn* 
[oo85] *mmmiz.^^xmm£ti& j v-4hjj^m* mM^-m^^^xm^^ti^Mh 

&i&&(DMmftm. ftftwxkomm. wmrn^mm, mm^m* &&<<rwftm 
ir^mMKm^x^^4h^^nm^n^^Knm^MMir^ 0 

[0087] 1H>;*MVfckJ\ ft^^^fi, -T^— n^dr^lg, ^e#-f^g, nn^-iii 

mmmm^ (fgf) , if nic«if ma^- (hgf) , ikw^mmm^- (vegf) <d 

[0088] ^-Th^^*5j:^ii5fiH^^»^S^tt#)®«-^^, ^mmia^Credun 



WO 2005/063314 



36 



PCT/JP2004/019441 



dancy) m^^^ximmx^h^^vti^wtnmwm^- 

[0089] *MIH«^*5V ^ r^bj fcfcu mifa. ffiMitfcte^<D£5j£&®<DMft<Dftm 

^t"^^.^ (embryology) „ ^l^fe^^J^ (developmental biology) £fc£f t"4ol ^T'fjSffl 

tf e>tt5^^j2iis3e$twfcv\ tot, $>zM&(Dxm.mz.mi, : & 
A,xxm&mK.&izm^^ti%i><Dir^x&&-$t5tiz> 0 ^m^tvxn, *<o\* 

•f— (donor) OffiH^oT, |B(|g) 5gMfitf (autograft) , IHMMfiJt 
5£#«>t) (allograft), »M^fif^§^^ti^tl^\ 

[0091] ^Slffltm^lBfftitffciil^t/tift, fcsffiflcfcioivcv^fcl?. 
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[oo92] *mMWiz&^xmnffi&)t (mnm&®fe)t) tte. mnxhox-kmfcmz 

m&K<Dmtvx^mmm<Dm&KKz&mfbtiz&^ 
[oo93] *mm*\z.$5^xmm&Wib^ mmmm^m^ti^m)f^^o tot 

[0094] *wfflmz&\ ^T ri^tr^^h j (&mm ti^ 

[0095] ^0J(D^«^S^ffiv^tL^4^ ^«i5^##>t^ffli-sr^^-e^ o # 

&,&Bij&mm. ^mktet*<Dmi¥m*mmm^btix^^fabx&z> 0 to-c, 

[0096] *i!lH#^v^r»f*j^«, «P^^gMffl$t^§»^v^v^, rs#j 

[0097] ^B^^^fe^^^^h-e^^^^c-c^ffl^tb^^ajja^, mm&3&(& 
^(&m&mxh. mmm^ s * (tew (m^o * *) -c*> , mm * *-e^v \ 

?£\^m&mmm^&Mx&^xh£\<\ m&&i&&&ziri><Di>i&mz.j&Kx 
mmR^mmir^mm^n^tKxmmir^t^x^o mmBUfc&mmir 

&m&}, mmmmmfrbmMizfatfx(&mn3m)iz.mM£tix\^ 0 ^<dx^ 
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mmRit^^mir^mmm\i-i, safe r^m^y^j (^-^^^y/^^ 

j ( 7 VK^>, p^VK7VK~>0 , rT^^#:j (OKT3, ATGftif) ^*>5, WW 

[oo98] *mmx-mmm^btizm&. mm*, w%.&. ^mm®), mmmm 

[0099] ^fflJ^^^^cfMir^l^iL-C^, 0fl*.fcf, 

5£*&r±, «?L«j^(^!ix.f^ M*if, «ig, «ig, »*s*if)-e*>5o i5» 

*L<te, 2^Was*tffe£-*-5£*&t*, Illt^o *fc0*lXf*. *3SMttfchSr 

[0101] g Biwji&srfflv ^fs^KS/isa n istixm, ms^»mrr^m S 
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^^TV^lCX^ikmm<Dmms J&m o e^li«^ffe2000;29:38 
) 0 >b!kWmz&t?%mnT.¥(Xissue engineering)"^ &W£thfdmM, 

^sk^(Dskm\mmmm^mx\ &mw.m^mm. mmm^mstmhn 
[0102] i. mm^^m^m^o 

[0103] 2. K^-— &f%m.1rz>&m*to\ 

[0104] 3. &tcmM<Dtc&n\,m!Kmmnx%z 0 

[0105] 4. mm^mm^K^^^fcmux^mt\^x(D^^—^^c^m^ 

[0106] 5. mmftft]&xmfrfo%tcfrffifa&m^i-<?tix&v^ &mm. tfcmmmm* 

[0107] 6. smm<v±&)$mmnx^tj:¥^7t?btLZ>o 

[0108] ^^Ti*^^|ttr»jMiE@it(Z)ifiiii$5Hrt-e^^^^ fc*5i vcffl v ^;hrci ^ 

— (Dfomh m mmm'si^m^t^x^^ mm^mm&mm ^2002-2003 

;ltrX^p29, 2002^=ff) o 

[0109] ax#<d— «:6<j^ffl«^^i?fj:*5v>-rM^fc«5, 

Km^^xmmir^tmx^o Mz-i-z, ^^hu^mn^m^^^x^ti 

Gross C et al, Ann Thorac Surg 68:919, 1999) 0 ^Tl^b^^^tX, /h$Vv*MX 
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MMf^Mi^MWX^^ (Gross C et al, Ann Thorac Surg 68:919,1999) 0 

[ono] (mmmMirz>fct&<DWc&<DKm) 

coin] io(DMffit-*5v^, ^mmit, 7i?*/\sBLjfc&^mcmmmkmm&mmirz> 0 

nxv^^mmtmmtm^mcm— x&&t\^wm£^~rz> 0 -*l*-c, mm 
m\&m&irz>m&\z. mM%zmf>mis<i&TisX\^(irt£frib, mm&r&*>& 

m^-r^t, m-5%^m^ir^-tnmmxh^f^\ ^mm^v, ^mm^ 
[oii2] — o(D^»^^^ov^T, mm^^M^m 

^mxmftMmmfrb¥>s<?K^mm&m^^ Bio-RadProteinasssay#<£)— 



[0113] m<D-miMMMKte\^x^ 7i?#/vEt.ffc%%:mcfrt£?f)^ mm^vv^^mw 



WO 2005/063314 



41 



PCT/JP2004/019441 



^£K£oxflmtzzk&'?%z> e ^o-r, *mwn, ^.(DmmnmK^^x, mm 
^hv?xmft&&ft<th-mm&Mi&xmm£tLX\ ^t^mt-r^ m 

o 

[0114] 9^=^ ^^n^y^^j:^^v/^(D|0Jia^h 

^t>°^^^^«#)^j:t>Vn^^y^^(D^jis^hy^^i*#«s/ 

[0115] :£3&9§t£*5V vr, IfflJ^^hy^^S^^^^Si- y *MM*StfT5ll**&fTo 

fl^LfeW3^ttaKyr^y/V'T5Ky/vs^ciic»(sDs-PAGE) i^b-cfc, mmm 

[0116] 7 illt ic J:5^y/^f o^il^v ^Ti^T5/lSS«(ii^t 

[0117] fc£;U3\ ^/^/VT/V^tK^-e{ijliJ^^)Sg|(Z)T5/S (— 

J:<^fetuTV^>fb^5K«©iBIBi:L-CH:Slo36^©dS*>5o m^Nimni 

ME et al. , J. Biomed. Matr. Res. 21, 741-771 (1987) ^#^Sfc5=J^ 
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cons] y mm$iK&\^xB\%m^th%mmfe±mkmm<D5ijfcsKtox.x, ^ 

I^^^J^§j:5"C$5 ; 5o J- H. Bowesetal. , Radiation Research 16, 211-2 
23(1962) ^i/^^^^xk^tt^^^^L^^f^oV^-C. 

Lfoi/>Lt^^ ^(DWP<Dnm3M*x3b<>ti 0 ~(D~t\^ y miasms 

[0119] irt£fr>-h, «^hy^^S5fe^>/^«^RBoTWx.f*\ YllttCfci^l 

[0120] ^Ol >T{3\ (D^^f (tf^/tf^K^ iU^tf ^;V^)V7*^ 

(Laurent, T. C. et al, , Acta Chem. Scand, 18, 274-275, (1964) ; 
Kuo, JW. et al. , Bioconjug Chem. (4) : 232-4L (1991) ;Luo Y. et al. 
,J Control Release, 69(1) ; 169-84. (2000) h ^/^^r^/H, /MTn^r 
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[0121] m<DM) 

-SH ^V7MVV^^ 
-CHO T/V^tKS 

c=o *M^S 
-SO H ^VV^S 

3 

-NO ^hnSo 

2 

[0122] 

-c-c- CC^(^*-^*^) 

-O- ^/Hj^ 

-(c=o)o- ^^7H^^ 0 

[0123] $^^_hiBm^« r mmMiz.<D^z.m&tiT, y^^K^m^mwr^ 
[0124] ^mmnm^^ , ^p^^wjafMfi, a) 

■h^t^h, ^mmcom.mmwmxi'i, ^w-^m^x^m.^^MM-r^ 
^£Vi&<&z>&m$&z>o *^ mmnx^mm^ti^tmmvw *m 

5%^m, 0*l<«, 4%^m, $e>(^f*L<^i%* 
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[0125] ttm<D&mmitfiBxm. ^mmrnxmrnztiz^tfab, ^©»itfd^t 

J^^#*^Ttf6^fe}i#^bfc(Koide A., Hayashi T.eds(2000); "Basic and 
Clinical Studies of Extracellular Matrix(ECM); Aichi Shuppan Co. Ltd.Tokyo, Japan 
CAN:133.333-569) UK $£J&<DjjmX*Mti&£tf?&&30%&LT, &K5%3iM\Z.ir% 

MbWo^as^a^tt, ii^3o%^T-efc«9, ftmmaz.m2o%uTx*&>y 
w^x\,^£tftitfmmMmir%^b&x%f£\<\ tot, _b3fi©»waa#*srfiy^L 



WO 2005/063314 



45 



PCT/JP2004/019441 



[0127] v&m^mftn&K&b ^anmrnm*. xvpfo vzi*m&&-z3bz>&. mmmso 

Uffil5%£JLTX&<9, fco^m^loro^T-el)^ ^0*L<f^5%^T 

xn^t^x^ 0 

[oi28] fe^v ^ *mm<Dm.mmwmfe, mm^bv^^m^m^miMir^tic 

[0129] io(D^Jfe^^*5V>r, ^0^«^J!mbla^^M^-fflv^^>t^S7^/^^ 

Mtek^^<Dmm)fo^^tt<Dm^&&mi-&^ktfx%& 0 ^v—^ c J^^^com 
[0130] io(d^w^^*5vn-c, ^mmzm^x&mznz^iJ/^Biifc^ y mmM 
m^ra-r^.© \z.mwx$bz>frhxibz> 0 

[0131] 10(D^M1[^V>T, ^M^VNT^ffl^^r ^mit»m*f*«, il^f 
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10— 250kGy-Cfc5 o Mft\ZJ&tetl^k&Mi&&^K 250kGy&j@;t5£, gg 

^to^PS^ 10kGy^T^^I^*fe*^ffl$tt^^i:^-e#, rto^^M© 

[oi32] 0^b<«, y^^(D^#t*«iookGy^T-e^'^^#^J-efe§o ffllw^^: 

l00kGy^To$BH-e», m^^B.m$m<Di&TftUb 

Asb&hfrl?j:fr'otlfrhXfo% 0 ^b<«TRg^bTfi, 40kGy^_h(DMMi^ffi 

\^^^b^mx^ 0 

[0133] J;*90*L<{i, Mi^LT^, 50-80kGyOm#^*^^|j^v^^>^o 

tem$tstizzb&m-&&^K y mmmz.£&&fc?DNAm<D*kitftT<D®mb 

[0134] io(d^m^b^*5v^, «§w-efflvMb;?x3 y m^mMmmn, mmmm-m 
#Ltnt5/5^ mst, o. 5B#r^-io unste&Vs &&L<feimm-2Bmm 
xfo%z.b&mi\x&& 0 £<o»~£i^<fe, 3-8mmxfo%z.b^mx&z> 0 mmiz. 
jm&tb%z-b&m£ft\<^K xm^^mmmm^ir^b, m.mmtatmm^ti^itK 

x&mmmmb\^x<D&m^4k-rz>xfoz>b\ ^^h^bxh^o u^ot 
, mmmtn. mmmm^-^m^ir^b^h, m^ymm&m^^xmmmnm 

XE0fc£itZ>~b&X%Z> o 

[0135] ^Li^ifim^-^T,^ y 
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[oi36] ^Bj!(DiocD^Lv ^mm^mx^ ^<Dfm&^tmwrctt, d wmmcom 

[0137] xw *lv ^jfe7£«i-ej3\ ^(DMJ3S^m^-e», ^e©«i©»^ii, 

mn, mA%^mxm, ^hB-^^^mmnmx^ wmM^mmm^m^ m 
i%^mxfo% 0 

[0138] giJ(D0^bv >^Jfe^H8T?«, m5%£XTX&Z> 0 
[0139] io(D^W^^^vnt, ^icMjWli, EI*)gffii-^r^^-e#§J: 

k%mmt£%m.'ebz>o mmmm-t-m^ 3\^mm£mx-ft, mmmm. mm 

^)9o%^_h-efci9#, h%\^mnmzmvmm&&&^L'X\,^xh£<, *tim#; 
«8w(i>^^Lrv>fc)m^3SSW±^(^i^.^ no%w±. i2o%j^.±. 
i5o%^±, 2oo%£i±.)&mvx\^xh^\ ^x\ m^*^atit(Z)iii 
wmn^mmz-i^ ^wopEG&ifm, 

£v>5o +^^!Siv^m^«, ^^©mi&cmfi, t«)eit5i 
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[0140] mmm.<DM^, wammz. & rnxm-r^t^x^ $ m^n^m^ * 

2sx±<D 0fc<Dwmm&&&rz>o sy©»ii^v^, ^mw^mmmtm. 
mtt. ^mmmm^\^x\^tc^m(D^<thm75%&L±, »i^L<nmso% 

[0141] «W<DJlftM^«, ^M^gl^tb^WefetL^, &fc<D£<D£5 

ikw#*«, fjon, AjR^j;tmd i e>aiR*tt5« , ir^ft3K-r5m 

[0142] ^mm^mmmtmmt. mmztizv&fcmmKm&vx^ti^ ^544 
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[oi43] ^Lv^jfe^B^vvr, *mw<DW>Mmtmnte, 

ttWbn^/V^(PERV)^?> 0 J:t)0*L<«, PERV«, tMfi)Jg^©ff*i^ 

[0144] *mwiz.&^x^ *mw<D¥&mmkmmmmistiz>i®m^ srfr^owxs 
tixh£<, fe^vM*. m<D^{z.mm^nxhxw mmm^x^^xx^^ 

z>t\ ^2>ttz>ftm&&^rrz> 0 ^m^f&mmkmmmmtsnnzift&tvx 
it, m%.\^ &m. sk^. nm. ^m. ^m, sm. m^, m. m, mm. mm 
, Ms wmm. mm. _hi£*m ^£«ft #gim^^#(fe) 

[0145] sij<D^ffi^*3v>r, ^p^^m^bia»^tp|§.^7^h^##t 

i-§ 0 ~<Dmm?77hKm^x, -kmm.mmkm.ma*. ^>t°xyhft^©« 
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, skwmmn, 'tm^xxf^m^hm^n^^^mirus.m^yhxm 
[oi46] *mm<DMWL?97hte. nmztizmitt&mKm&LrX^iri^ E(D^t^m 

[oi47] ^mm<Dn^^hKm^^hn^y^^b(7)mmn, m^mm^mmxhn 
m^xpjfm<Dm-m^mwir^t^x^m^xh<on^ 0 

[0148] ^WOb^T, ^BJ^l^^h^M^^Mi}*, &forp<D}£(D£yt3; 
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mmn. mmMKtet*<D£5tmm^ffi. n^mKhmm-r^b^x^^^ 
&*t£z>mmm:m~rz> 0 *mmmm?97htmmt$nnz>n&b^xi~£. mx. 
fi, j&m, skw. nm. ?tm ^m, sm. m^. m. wm, m. mm. mm. m. m 
&Mm. mm. ±.mm. ^mm. mmm. wmmmtei?&mifb*iz& 

[0149] sijoMffi^wc, ^wraM^Jifc/^K #Jtmf&J^K 

[0150] m<^MBi-*5v>T, ^Hl^bm»Mi-§^fe^#^i-§o -tf># 

tix\,^h<Dx&oxi>®.m~rz>z.t&x%% 0 z.(d&£m&. mmm^^^ 

[0151] ^mmw^^^x±mi^±£??j:&n<v^Km^^xMirtf 
x%z> 0 y^;v^mn. mmm&ft^&^t?mmimi-±mbmmz.n<>xh£< 
. mz.ft<>x-k^ \ &<Djf&£\,^£?x&% 0 mmKMm^ti^bnm^^^. 
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[0152] y^/^KS^it, ±%tpXfty^bmi'~£.^\ mmzjim£tiZZbtt:m&£^& 

^±^^^xxfx^ta^mm^m^w^^DXh^hx^o 
[oi53] jzmmti&tt. ^Mt^xh^^m^mmm^^^nmmx^M^ 

[0154] ¥<D£5te&?m<DPEG&m^Xi>*<DmRfa1\3Mk 
<D&&&g&frZ>ZLb&'T*%Z>ifi, 10©^Mi-Ctt, PEG^i&^Af*. 200 
£6000£<£>Rg-C&^ 0*b<fiPEG(D^F^J5>^ft«. 200£2000£<£>l|-efc5 o ^ 

~r%z.b&x%z> 0 io(D0*bv^w^-e«, ^mmz.^^xm^^btL&PRG(D 
^j*3fr^m-£, iooo^2ooo^(D^-efc^ 0 m(D0ia.\^mm^mxi^ *$mK 

^TfflV^^PEGcD^J^XAteU 1500b2000b<DT&X&Z> o %U<DMMM1& 

■Ctt, ^^MtJlfcV^-CfflV^^tLSPEGO^iz^^^*^, lOOOJUT-CfcSo 

tt, lO(O0^bV^»H-e^, 1000(D^^*^i-^PEG^fflV^^i^ 

[0155] »^m^$^r<i:^^V^N — fflV^fett^PEG(D^^*^i^< 

t£%mb\ %m9$mt±M\<^5x&Z)t)K ^tv\^mm^n^ \ jbi^jxspeg^ 

®tt*i>mwz2. mmft<DS$fr&mMir%®&tim<%:%frbXfo% 0 tot, 
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(Dmm&m*tz>z.kte<, &:fetz>z.k&x~%z> 0 lot, mm&i, 2-3^rM^°y 
^—<D£5ftmmM&ft*^t*m&iz.uirjM}&, 3o^x^m^mnt>tix-hx 

, mmm(2bz^r£6oft)^£x%m&xnt>tixh&\ mm^mmit, mm 
mmz$3\, ^xm^mmm&nmu <DmmM.K&\, ^^a^fcM^ 

&x%z>o &z&m<Dj?mz.&\t^ ±tmm<vmn$:mirT.mfe, t^x^m^ 

•Vftt>tlXt>&\*1)K m^0°Ck42X:k<Dmxn^tin. ^iB(#Jl5 < C£#j25 < C£ 
<DWXftfrtlXb£<, 3TCTtfft>tlTb£\/\ i<£>X@f3\ 37T;$:Mx.Z>U&X 
fft}friXh£^\ 

[0156] *26m<Dj3mz.*s^X* 1, 2-xtf*i/\rtf))T— PEG) if 

-<^m— k\^x<Dmmi!)mm£tiz>fabxhz> 0 &5v^ 7^/i-HJ^©a*^# 
iucm, PEGmmommt. k<Dx^m^-h<Dxhoxhx^^K m6o%- 

[0157] tctdu mnnmtvxpEG m*.^, #x*iooo) &mmirz>m&, nnxmfc 
xh^t^h, 7kmmtir%z.hm : t^<h<on%o ^mmoxmcis^x. 1, 2- 

^^ciy^V^—mx.^ PEG)te, ¥<D£5tmMlzmMVX^Xb£\*^K 0* 
L<te, ^^f*^^$ti, £«9£mX«\ ^SI^tK, PBS, ^fc«©^» 

ztizmmm&'frttK wmm^^^xm^m.m^n^m&x^Mt^x\^ 

v ^mxhti&H(D£?t£h<DXhmmir%z.b&x%% 0 >ftv ^H<d 
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^tt»^ir/Hkb-CV^V^t|(DM^tt^(Mx.«\ 1, 2-^/Kdrv-K^?y^ 

-r— tfS#lf £>;Jx, #»R{f , PEG, t^MW!)!?^ MMA(a^/V 
p^yw— M^v^H^XflOfc^h PTFE^y^h^/v^-M^-v^) (0t|;Uf 

<Df5&£f«^t£l, 2-^^>K^y^— If , #l;Uf , 0 ^IgMT? GfcSl Mf , M 

[oi58] 0*b<ff , ^mmco^mx^ ±^coi, 

i~X@|f „ DNase(#!J;Llf\ DNasel) <Df ^^(D^Mbth^ifiofl 
^clfDNase(^!jx.lf\ DNasel) <D£yt£^UT— if (Z^JS^I^V ^ 

[0159] £?;£L<ff , ^K^T^felf , ^lcS$tufcmif6feS:?5fc#i-SX@. 

1-5„ £<£>i5fc$£X@ff , £3ttte*a^3*#(0!l£tf, ^a&foR, PBS(y^gft 

, t7To^yy, ^hw^W^i/^, ^9t^!/V, xj^nv^//, /^n-^f 

xh&wK m^o°ct42x:t(Dmxn^tin. m&mi5°cb%o25 o cb<Dm)xft 
t>tix^x<. 37°cxftfrtixh&\ &&tt, 37x:&mttU8tvnt>tvxi>&^ 

tt5>Xo^^X^^|^*$tt^lf , b*<D£.5t£MmxftfrtiX-k£\<^K St 0. 
5 0 5 0 Ktf fc>tt#5o 03X<lf , «fc#-rsx@lz:*3V>T, Bfc?£ig?K (093.fi, 
pbs) if, WtmZz&ZtiX'bX v\ 

[0160] ^wo^ife^asv^-cffifflsttsiaiftff , #m$^isij*Mi^-^bTv^if 
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v\ \ib^<Dmm&nm£tiz>m&, ^m^mi^^xm^hMmmtvxn 
ftmnxmz&^xm^ibtizffiMbvx^ $e>^*L<«, m^mmm^mm 

[0161] «IW©*'jSfe^^:*5V^Tfflv^e>^^53lia«H:, teM^^EI$^M-efctL«\ 

jTm\z.#>\,^xm^^btiz>tmfe, jfew#ia^, ^roi#, mm. nm& 
tgmsm. 'tmfr&£xfifomfrbm&£tiz&mzmte\Mz>o 

[0162] ^Lv^Jfe^^^v^-c, ^^W«yffiSrfr5X@, £££>Ki& 
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-2000(Dm^^^V^—/^^mm^(Dmmmx.i-f, DNase(m«\ D 
Nasel) (DX^^UT—^mm, F^ZA'T/VT^YW®., m<7)^W^M^ir 

[0163] lo©^Wm>t, _h^(D^#W^a«, XWt^tt^^»(f?!J^«\ 

^ffl£;ftTl^t>Ott, ^>TW5K (cyanimideh l-^/V-3-(3-vy 

^•/VT^y^ntW) ^/V^V^KtKn^ny K (EDC) , (tfV (,^)^J;V=r. 

— 7"/V))^«3fe^»JPhotoMix™(Sulzer Carbomedics Co. Ltd. 
if htl%^fohKmM£fof£\^ (0^tVX, Biomaterials (2000) 21 : 2215-22 

[0164] SU^^»^^*5V^T, ^(Dik^&jf&Mte, DNaseKDj^&DNase&W^U 
T-if-C(DMa^-a-U#5o -?:(DJ:5^DNase-e(Z)Ma^j;«9, #*^0*L<^ 

V\ ^rOj;5*DNase«if(Z)J;5^DNase'C 1 bJ;V^^ N #?^L<teDNaseI-efo»9#3o 
DNase^a^J;'9#*tt^^#l®^feSDNA^^*i-S^i!^-e^§ o DNAit 

[0165] ^VT- if DNase) -e(D^a«, ^<D£5^#-Cff ott)iV^\ #P 
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z.<D?-h, M$}<Dm$M(.Mx.tt. i— 24f$ffi)t£,tiam4kW(.W%.t£. 100-1000k 

Pa (0»J^£LT5OOkPa) ) Xff?^b^Z.htlZ> 0 MWmZ-ft, 100-50 

ORPM. 0*L<^1OO— 150RPM)^#-CtT5-^"e# ; 5o 5?^7— 
fete, Ji^©^SSftS:fflV^T^#^-5^i:dW*UV\ 

[0166] sij<d0*lv ^wii^v vc, ^mm^ummnm^m^xi^ 
[oi67] jzftmtt&t. ^mm<Dm,mmitm^cx^xmhth^m,mmmm^mmir^ 

%m^mm^t\^<mu<Dmn^m^^<Dxm^m9vm\\u^m^ 
[0168] mcommictev^x, *mmu, mM^n^m^m^-r^ z.<Dj?mtz, a)«§ 
^^cstc+^NFra^r^a^— hi~sx@, &&^i-5„ Closer, 
^^*Hj^«#t^x©^A/-ev j;< , mmmtmm^m^mm^<xh 
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M&%:&tiZ>z.b&mm&tiZ>o ^Mm^Mtl^x^ hgf, vegf, fg 

F, IGF, PnGF&£TfEGF&mfbft%&^ftbfcmM£tlts:\<\ 

[0169] 0*b<t*. z.<Dmmte, skwmm-kf'i^ikwmmmxh'om^o £*9£mxra\ r. 

(DMfa\Z, W^fc°^h£5refc«9#5o &3V^ 0*L<}3\ "©Ifliitt, jfiLH\ Jfe 

-efe«9#5o 0*bv>^ife^-e^, :©iii^©iifiyi H3c^£3fc-ea>«3# 

n^TKaJvwevj (^wK^y, p^/vtVK— >0 , rT*BJft*ritfKi (OKT3, ATG&£0 

[oi7o] su^Mffi-e^, *mwi*. m^97b&*kmirz>jjm&mi&irz> 0 ^.<D^m^ 

A) *|SW©9^/v^^tt^l^^biaifc*^rt Kmmirzrm ; B) r» 
^bJ&s^DSm+^Jfel^ra^^^— h-TSXS, Sr^i-5„ «§W 
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[0171] 0*LV ^IllCfc^ NT, *^iO|I1^77h^4itS^ft{^ D) _hfE*B 
&r%M&. Z.(D^YiJ^\t, HGF, VEGF, FGFft£f-e&9#& 0 £.m&&M 

[0173] #,^>M®i-*5V vt\ #3BBHfcJ\ «fcWW^^S^5^*fc(«©^ 
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^xfemzinzmm-z. mmw-Mxhoxhxw %\\(D-mmrmx\^ *mm<D 
&m&taz^ffiirttmfc&\^x®.m£ftzmMi'£, z<D&m(.m*.t£. mmmm 

[0174] SUoMffit-^T, «SS#«[©^:«>©EIIISrl»*rs„ i<D|S|gte:, 

[0175] ^PlOElri, #EI$^^alffi^jl^bTV^«\ 
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[oi76] *mm<z>mm. mm^^h^x^mmmmn^t^ 

, ^y^b^/M-n^v^ ^y^tv^ zKyr^yu— k atfypwyi^— is&>£> 

[0177] *3§i3J!ois^ m^^^h^itFM^bm^ti, $^>^#,^>^j^^#^o 

t>±v\ ^(DXttMMtVXfe, 0*HM*\ KmMMiJj, ffeoBoIi 

^ W^ffHSt-^v >r*i4fe$tbTv ^t>©&^#tf fctbSo ^(DXoteMfflrz. 
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[oi78] sij(DMffii-*5v>r, *mwfe. m^&m(Dfcbb<Dmm%:m&ir%fz.ib(D, i&m 

[0179] ^W^ffl^i^r, #EI$tb§teM^^b-Cv^«\ i?©J:544«ift 

[0180] 7?mte<DffiM\^ a-Gal^tTh— ^SrWi'^^-e^JSdSfcSo tK-^i'SS 
$yTLft\ #L a -gal^Cft: (anti-Gal antibody) 9&^Mtfo&Mtttt& 
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a i, z^^h—^m^mmm5,^m^mxnm^mm^^x 

^ffiik^frlX^^&frhX&Z) (Trends in Glycoscience and Glycotechnolog 
y Vol. 11 No. 62 (Nov. 1999) pp. 317-327) c &ft&<DWtMti&4titBXktZ 

, z.<D a-Gai^t°h— 7°t^mmi&Rfo&M^t£\^nm^xi&m£tix\^t 

[0181] *fc, yfrjBtiklt^ ^^rt^ttl/hn^/V^. (Porcine endogenous retrovirus 
:PERV) 3t^3k ^©^y^i&Sfch©jJ|BJ^iaS^^5"srietti5S*>»5, r©rt^^ 

[0182] •7?ft&&UhvV4/l'X (Porcine endogenous retrovirus : PERV) {3, ^ 

^(Dx^^^^h^4/^tvx^n^x\z7m^m^Kxm, ^-<u 

—^Mfc?(DMmfab3'D<D?^KfttfbtlX\ ^ 0 
[0183] PERVte\ ^tt^-ri-^m^fcPERVO^^^fe^t^^, $J^f2|£V ^Mh<D 

<Dm%&t<Dm%mX\ »^PERV^jg£Lfc£V^# J S 1 ^;fc3 (Patience C et 
al. .Nature Medicine 1997 Mar;3(3) :275-6) c y^CO^m^^ 

/w^x&mM&th<D^±m®m&M<vmt&m^f'tz.?>^ PERv^^tt 

fc£l^5$R n^fo^ (van der Laan LJ,et al. Nature. 2000 Sep 7;407( 
6800) : 27, 29-30) o t£oT, Zf#&3k<D&ffiffim&. ffiPk<DfeWl&&mz1bZ 

[0184] ^.^m^mmmtmm^ WK^^.t\^ r^PERv^if^a^ <Dv4/^^h, 
src^e^-c^T, tot, ^wii, PKRvmmKmm^ntmmmit 
/vx<Df&3sKm^xb. mmKmmnmxh^t^K mm^ia-immx^^t^ 
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[oi85] ^mm<DmMmmm. ^^h^xxfrnm^m^ m^mm^^hb 

[oi86] ^mm^m^fc^m^mK^^x^m^th^mmtmm, y^h&xxf 
mm<Dmt, mm § MMmmmm. wmmtn) , tmtfc^m, 

[oi87] *mw<DXW:&mwim&tcfeBmim^xnirMm>izt^ lmhtcxxDumm 
itmm. y9z7h*3£Tfmm<D&m&. mm n n^mmmm, mm&fta) . m 

[oi88] *mm&T*ti. &mzfe\yxmm&m^mto<D&^m¥ffym&:. ^t^m 
m^m^m^mm^h^o ^oxs-tetimz. mz-tt. Ausubei f.a.£>ib 

(1988\ Current Protocols in Molecular Biology N Wiley ^ New York N NY;Sambrook Jh 
(1987)Molecular Cloning:A Laboratory Manual,2nd Ed., Cold Spring Harbor 
Laboratory Press,Cold Spring Harbor.NY, WMMWt^^l&^^^A&^^M^f 

mmm¥±tt, i997^if^iB«$tv§ 0 
[oi89] %}(Dmmz.te\ ^r, ^mm^mmmtmm. y^h&xxfi/tuztemmte. ^ 

z>o ^x\ ±.mm^wi-z. jummmm., y^yh&xxf/itfctemmnmvjft&t 

EjpgfT{m*.tt. B#T**>tittm$i&mm. ^mxhm^ik^mmff a m(FuA) 

£*L3 0 tgmmn. ^t>*PZ>WittXW (package insert) ~e&«9, M1%fe%&M{fcXmm 
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[oi9o] j&&m<t>&Mfflkmm. mm^yh&xxfmm^ m&&mK*s^xmto<D&. 

|^)S#l&^#fl¥#ft(p41-p66K «(p349-p398). jfiLW(p399-428)/^ 

[0191] *3SWJ!i*5V^ ##W©EmasM$*x5a$tett, #ft^©^©J:54« 

o *mw©Eiiidsarffi$tu#5^i:brtt, tt, mu >^ 

[0193] j^r^^W!j^L-c^0j^fe^pL<i^0j-r?)^ % z.<D&mmt.T<DWte®L 

Sigma(St. Louis, USA) , fP3fe#6IH (^CBR, 0#)&^brfTflg£;ft5fc(D£rJBV> 
[0194] (HJg^Jl) 
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(PEGiasjKiiSft) 

ZffjzWlM. ±W)m#s >kJ^Hybrid($l'3il)(Labo Products Co.Ltd., Osaka, 
Japan) fab, *5 XTfi^yblzWlffi&SD^yh (ttt£, B ^1!]^, Osaka, Japan) 

e>«n^T-efi»ibfco K^ffl^M^KL-c^, ±m±^(Dm^mm<7)m 

[0195] fr#^^Lfc:/*3gl&^^ BRL, Life 

Technologies Inc. Rockville, MD, USA) 3r^tf ^3®^i^7K^f*PBS (Z.frl 
&^MMffl\Z.$3\,^XPBS(-)t1-Z> 0 Gibco BRL, Life Technologies Inc. Ro 
ckville, MD, USA) \Z.Afa, lfc^;&^^#^icbfc 0 #CV^\ jfrW^ sKy^ 
l^^yn— /V(lg/mL. ^7^^(NacalaiTesque Inch 0^:)(¥^l 
^T-*f 000, ¥^J^^-*200, 5p^J^^-*600, 5p^J^T-*2000(D^(D^t*:^ 
L^)^fp^BJiSfb7K^^Ati^ 0. 5B#^^Lfc 0 ^^t^^t^V^fcfe, 

jfeW^m^fcifaiaaK mm.-v# ; 7xw-T*)£t)&frtfiz 0 mnx\ n— cr 

ube rotator TR-118:Iuchi Co. Ltd, ^1, H>fc) (cl^oV^T, £fc£*f£l® (100 
^-^GD^-iyy^ 0. lmg(D^H/yW^y, O. 25 /i g/mKDT^^Ui/^ 
B;i~-<TGibco BRL, Life Technologies Inc. Rockville, MD, USA) Sr^- 
tf £3&£**fcfc£PBS (-) fcjfiLlf&Afrfco S5fc*N§?£3:, 72B#r H 1^^fc«924B# 
ra*5^^^mLfc 0 y>aUt&, lkW&. DNasel(»Mit, SS*. B #) Srgtf 
3g&fcfc*fctePBS (-) l:5mM MgCl &ffiAQVfcb<D) t-37 0 C-eiB#^?ML^ 0 

2 

BS(-)|:VWc„ S5fc*£i£$g£\ 72B#^^fe^«924B#^*D^^^mLf' 0 VlsXUt 

jfiLWSr, 4 < c-ein;£^® ^i?£Jfi£:StokTi:;fci*PBS (-) ycm?l,1t> 
[0196] (=^-^V*3g) 

&& J *xMZ>ZLbi)Sm&tlX\ ^ (Ripamonti A, et al. , 1980, Biopolymers 1 
9: 965-975 ;3oJ;U\Kiao WH, Knight DP, Chapman JA. , 1997, Biochim 
ica et Biophysica Acta. 1134: 327-337) „ ^—^^m&fi^kir&b^ifc 



WO 2005/063314 



67 



PCT/JP2004/019441 



[oi97] (mm^i&ifcic) 

, Nippon Animal Co. Ltd. j|€jp\ 0 ^) (D^MM^^/o^^/^T/Vf^X 

mfeu msvmuto w&wk (5 » mm srnsuu &m£M&i£fctiPBs (-) 

fe^Ig^L^:;^^^^-^^, e*)i-r^^-<— hbfc 0 mm±, Zeiss LS 
M5 1 0#I^i»lrffl V ^T#fc 0 
[0198] (M^:) 

¥^1^^*1000, 2000, 200*5j;U?600(DPEG^fflV^TW:!^Ufc^, jMjjfrft; 
*^2ooo<Dt,(D^j:^j:vN^^^j:5^ofc^,^0MbMa(D^<9#v>^ 

¥^J^*1000(Dt(D^J;(9^-e$)o7t 0 

[0199] i^«^<D^^, mu^mm^Tjkir, 

[0200] 

^^^S^lOOO^PEG^fflV^T^CO^l^^^^^lo 300RPM&: 
[0201] (Milr$t<7)£fffl) 
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arlOOO<DPEG£ffll\ ^fflH^LT, BRANSONIC(R) model3510;$&^J^$C 
42kHz (http://www.branson-jp.com/products/bransonic/35 10. html ; -^_hM 

[0202] W&m:, M3 K^ir 0 Stlffffl(a^ PEGWJ&<^S^lt^TMBJ3&^ 

[0203] (DNase&tSCDW^) 

#Ci<l, _hfEll^#<^^ PEG (^i^T- A2000) ^fflV^, DNase^&E-e 

[0204] %\\(Dm^mt^^\z.^\^xmMmt%m&mm^t'o w^ms^ 

(SDS K£Z>mMfaJj&:<D—) 

i) mmmm&. ^m^m^x\ mmitKxmfruto 
[0205] 2) m-\Mi^m^^mm)mm^ ^ffl^^K^i%sDs (K^v/wM-^hy 

Sodium Laurel Sulfate, SIGMA L-4509) ^A;fX^?fi~t?48B#PEf|;^ 

[0206] 3) mm mm&m mu su^s^ifck t ^An240#p^u^Mut o 

[0207] 4) (H^CUM^tt^S)^^ ^S^7K^l%NP-40 (SIGMA 1-30 
21) cpi-Atb, ^fi-e48B#^^cgb^ 0 

[0208] 5) (gfe#) tm&m mu nx*£m&&& t iz.Ati24mm^uxi&w.vfco 

[0209] 6) mM) 20%^yzfvs<;—/V (SIGMA 1-0398) ^ «fi»AtK femtifclt 

[0210] (SDS{z.£%Btm%&Jjm<vr.) 

1) y°uTT— if V&WM (PROTEASE INHIBITOR COCKTA 

IL;SIGMA P2714) :&J;tJ?20mM EDTA^ti^Jg^^M-AtU 24B#^3 
7°C^Ta#>-Lfc 0 
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[0211] 2) m—m%>mmvmmm)mffii&, ^a^7K^i%sDs (K^v/wM^y 

■^Sodium Laurel Sulfate, SIGMA L-4509) rpKAfrl. ^&-e72H#P^$C 

[0212] 3) mmmM&'&'omu ^m^7k^iz.Ati48mm^±37°cxikm^o 
[0213] 4)(m^M^-m^'\±^mm)mM^.±mik&^i%NP-4o(siGMA 1-30 

21) tpKAti, ^u^48mmm±Mmvtc 0 
[0214] 5) mmtmzmmu nxf^m&&**^An48mm37°c^Mtm^fc 0 
[0215] 6) mu^y^^^mi-m^i&n^y 0 ^^^^^ 

[0216] 7) (^0)0. 05%T^b^by>A^m»A^, ^ffl^fc^^^T^^ 

[0217] ^fribcD^m^i£M<D'k<DKm^x\^ 0 

[0218] (Triton^a) 

1) mmmm&, ^m±m^^ mm4%:Kxm^vti 0 

[0219] 2) mmm^mm) mn&, ±m&m& * 1 %Triton mmmm) x-100 (icn 

Biomedicals, Inc. CA, USA) +0. 1% i^WA^T^/^^l* (ammonium hy 
droxide) (Wako Pure Chemical Industries Ltd. , JkVR, 0 ^) CDR&%®$&%± 

3) (?£#-) ^ICTv'x- ^T24B#^r^tcI3lllPBS^m-r§^^^J: 

o-Cgfe^Lfc 0 
[0220] (SDS^j;»«^&^3 

D^l^^fe^: 0.3% NaCl, 7°n^T— if P£#^IJ (PROTEASE INHIBITOR CO 
CKTAIL; SIGMA P2714) , 20 mM EDTA, 20o C, 24 hrs 

2) 0.5% SDS (K-xV/l^t^-hy^i^ Sodium Laurel Sulfa 
te, SIGMA L-4509) + 0.5% Triton X-100(ICN Biomedicals Inc.CA.USA) in 0.3% 
NaCl + 0.05% NaN MM., 

3 

3) gfc^: 0.3% %M&Mfo+ 0.05% NaN MM, ^tel20B#rBl o 

3 

[0221] 4)mm&£Vm%fc: ^^JS3B#P^ 0.05% NaN ^^^M^My^mW^ 
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-To 

[0222] Z.(D£?K, Rmm\±mz£Zmn<D%mK&\^X, SDS:fc«fcOTritontf5M3:LV> 
So igfcU ^r/Wfcb-CVvfcVvS§^kl\ ^©«t5*IHSI (agent) -e*>o-C{>^c5SM©B 

m&&3sirzt>K z^&m~rzmmm&&*M*.tt. peg) ^-fe/wburv^ 

[0223] Ufc#o-c\ :oJ;9*i«ttWv>tj|liiafbLn©li, v vf*i^ TIB 

[0224] (5^#/l^J£0 

[0225] y mmm-z. ur^x^Kmmvtco *:<Dmm&mm^ir 0 

[0226] PEG^M<DjMJMi$ (J^^^b>L«#^^) ^7°^^^^^##(D^f^M 

n,)x^</>h6ommK^ y mmm&ftotco um^nmm Kxn^t^m 
m^v^zmmzxum&^-tg-u mMma^25°cfrb4ox;<Dmxfo^fc 
£?xfo% 0 jfti»tt7 mmMir%m^ffim%n^xh£<, m^<-ct>& 

[0227] mm^m^n^ti~im^\^K yi«tLt«,^iii yisawg 
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[0228] mz., yBm&<DU*<D0iflrfc'D\,^Xtfif$L,iZo 
[0229] (PEG) 

_hi£<Dj;5^ ¥^J^-^-*^b-C, 200, 600, 1000*fc«:2000£fflV^ o 

[0230] ( y mmmm) 

yMMMMcblsX, &U 20kGy, 40kGy. 50kGy, 80kGy, lOOkGy. 130kGy 
, 250kGy3rfflV>7c o 
[0231] (ft#M) 

[0232] (DNase^iS) 

[0233] mm&m 

±M,^COm, PEG(TO^AlOOO(DMJ3S{^a^»[W|#)^(D^ 

[0234] mmmm) 

[0235] 

HgttiOmV^ 20kGy, 50kGy, lOOkGy, 130kGy^oV^Bl5— 22^1" 

o #BJia!ftS^V^^e>r±40kGy— 100kGy^*U<, <fc90*lXf25OkGy— 80 
kGy*s^J-e*>SJ;5-CfcS^ s , n^fcmmcoir^Xlcm ^X&mm&bL.X+ft 

tefomttfmvx^zzktimbfrizft^ito ^^m^tsH-era, 

[0236] (Mffl^#) 

[0237] (^LV^^^cD^mf) 
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[0238] [^1] 
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tch<D~e&Z>o 010— 13{*, y^, DNase^L-e<DPEG^^-*S3i^^fo/c|§ 
*"efe?)o 014— Ell5te, PEG/^U DNase/^U y $|l00kGy£r@SL-C. y^ 
<^^^^Ufct>(D-efc^(^Kcp/^)o 016— y^lOOkGy^ 

mfeu PEGiooo^H^ufcm, *^#(ia29^if)i:^»JiR^-c\ -r^t?*,, 

y ^flg^PEG^aSrfr ofc 0 ^V^^^(DPEGMffl(Da*^M.fct(^-trfc 
^.(^:^ c F/ / 7K^)o H20— 25« N ^:^tp*3«J;OTEGlOOO-e<^y^5Kg*5J;U?D 

Nase(D^4ffi (Z )^ I; ^ : ^f^( D -e$3§ o g|26— 28{* N ^^*dJ;OTEG2000-^(D 
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[0239] mm^^itmmm 

^^(DmMmt^h^mm^t^ ^<Di^^k, ei3oa(#):IoJ;i^ei3ob(#^) 

[0240] (P-D1#0 

ffi^-i&^(P-D)ffi#CD$lJ)£^ Hiromichi Sonoda£5j;tJ«Keiichi Takamiz 
awa (Hiromichi Sonoda et al. ,J Biomed Mater Res 2001;55:266-2 

76) ) (D^mK^xmmvtio mm^^—^m^^t^j-^^m^^^ 

^PjiB£rtKrebs-Ringer^«i£* KWm^t'o lkW^WX^(D^n^ 
^Ulfv/^A(C1000-16;Hamamatsu Photonics) $o£Xfi?gft%t?&(YLTV-C 
1170;Hamamatsu Photonics) £rfflV ^T^E-^— Lfc c JgftJE^^ j±Jjh9>^ 
(6M92;NECSanei, Tokyo, Japan) £rffll ^T^B#^fB^L/c 0 
[0241] (MJfU 

^ife^^&^J;^ »<^l^«JC^te, 80%PEG(TO^ft20 
0— 2000)OtK^-S^J:«9^«9^^TV^c 0 £?*L<te, 60— 100%<OTEG^ffl^ 

Bic#$^tfc 0 mmm^xmNAm^^mmm^^m^mm^ntco dn 

A^^tfcl^^fil^$ttf^^-e*>§ 0 ittb<D^^^^i-^-^{*. PEGTK^m 
A&ft<Dftflm33£TJmtimte. DNaseHU;oT^^5fe£;M#5o Z-CD^tte 

, HE^&mmz.x<>xmbfr\z.mm£tiz>o m^m^m^titc^t^mmvx, 
[0242] (mm^fcm 
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100 u mx ioom m(Dmm r P^^mwc^mwcB.^mvxnYWc 

[0243] mmmmm 

mnmmm*. — ish^ioom mx ioo^ m^t^^yh^m.m'o, ^-^yh&m 

m^nim^ ^<mmmmx^\^m^(^M(D^>hti-/w^}f), 

[0244] \M2\ 



C*2) 

100% 0% 

4.7% 15% 

TRITON^S 1 7.8% 34% 

SDS&S 3.0% 30% 

sds + r&mM 3.o% 30% 

PEG+r&mm 3.0% 10% 



o 

[0245] 1)100 ix m x 100 ii m<DB^^&5^#C<Z>¥#l/^#mo 

2)^|jlffl^l00 ix m x 100 ix m^h^^-^yYXzM-^ \ ^-—yY&^U.bX.X^*.^ 

mmm^&zm&K*v^h^tti(-nm24^^yh) 0 
[0246] zukdmi^xv, y mmMK£<o. &t£<bh5%^m<DMMmftmmj$£ti. m 

*U/^#(0>Rf^ 100kGy&^)-TO, l%*«<D|fBJ3Sa#S«|g$tL^o ^ 

&<qx&Z) 0 i &mcifc\^xm.s< : 774>(Mz.i-£. m^/—Mcx)^m^n^\ * 
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[0247] (mwmm) 

[0248] ^mmrnxi^ § i mnmm (tensillon orienteo xm&m^tc 0 jy^w k 

it, ^WmrnX^ (l)tM5X30mm©fflti^o (^^^^CftJJIR^ 

&1$<Dmiffij&5mm&mfeirZ>o (ORIENTECttMTENSILON^fgft^l 
RTC-1150A^£ffl) ;$3£X$(3) B\^m^m^\Mm^Xlcm/mm(Dm&X^\^m 

T, Mayer JE. Tissue engineering heart valve leaflets. Circulation. 1997;96(suppl 
Il):II-102-II-107;Shum-Tim D, Mayer JE. Tissue engineering of autologus aorta using 
a new biodegradable polymer.Ann Thorac Surg. 1999;68:2298-2304) 0 

[0249] ^(Dffi^&m3l — 33io£Tfm3{Z.7jkir 0 

[0250] [^3] 



(S3) 





(N) 


(mm StfO 


(MPa) 




7.4 


28 


1.1 


sdscsds i^&&tiimf&j3m 


7.8 


18 


1.7 


# PEG+riS(100kGy) 


11 


17 


2.4 



o 

[0251] ^<D£?tj;PEGmm<Djummkmniz. y iitt^tt:yaot, mic 

(Dmm^^^:^t^x^fz. 0 
[0252] iH^^^^^*^j:^^w#tt(D^>«^$^t(D(Z) N ^mmmmmt 

[0253] i^_h(Dj:5^, «§k<d y iMiaot, ^5f5<Dj!^jffl^bm^-eM^-e#-cv> 
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[0254] &L±<D1&M&^ ft^WfcPEG + y iSlMtt^h^/i^LT^T^W 3 0 

1) peg^(«s8o%, ^iiooo) *K??*.mmmn*Atix, mw-r^ 0 ( 

*#^#:WP^7 0 300RPM) 

2) r»,lt(^#:^^Sfi, lOOkGy) 

OOKpa, #<D36B#FBlteift#150RPM) 

5) + u^m icxm&mWo 

[0255] (^»!)2:^f*#Mrt-e<D^II#) 

<D*mmmM& (i*.icm)&imu imm^x^2^M^mm^x, ^mmmmm 

[0256] (^Kft) 

^h^Tt-^Wbfc^f^lMrBm^it^^^^m^^lDlb, von Kossa^-C 
^EKtfcM&tWLtlo ~£f", W^RJtftfttY (Atomic absorption spectrometry) X 

fpf-iftsu mmm^m^ir^^h/^(D^mwm^}m.uM(ca^393. 366 

nmU^ftPJ^fi^o 
[0257] von Kossa^teJ^T^fcW 5o ^S^CT^7^^(^!j^«\ frfc^V 
-/M£T). £trV\ 25% 5H^«(^^T)i-2B#^S-ro 

s^^u 42% 2% ^-*mwtrywM^^) ^5#§i- c «tk^ 
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[0258] sD^^h (25o g ) (Dmn&TKmM^^m^^mm^^mmmu^ao 

X 10mm) ^WblMFfl^2*^ IftKKftfrSr^JRb, Atomic absorption 
spectorometry(SPS7800:Seiko Instrument IncJ^$&Jf&ftCaaii£(dry weightfcfc<90 
Callrifc)^$!j/£L-7c(Ozaki S. Pathophysiology of calcification of bioprosthetic heart 
valves.Acta Biomedical Lovaniensia.2001 ; Sr#^C0^li:) o 

[0259] mm 
[0260] 

[0261] ^fttov^*fPJ©li»MWt5ii:^m 

, &m&r.mmxfrm*&mmisxm.mirz>z.t&x%z> 0 
[0264] mMM3)MR&n&<£>mm 

[0265] (Jim) 
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[0266] mmM4:*bm<DMmmk) 

[0267] z.(D>bm&, mnM2temm<n£?i^ sd^m^wu ^mmm^mm^xf 



[0268] & \z.z.<Dmmfa'bm&?y h$m>b \z.&w.~r% 0 

[0269] (foWS&m^yh^fM 

UttLewis^^C^h^r^C^ife^^doV^-CfflV^Co National Society for Medical 
Research^f^J^L-Tc TPrinciples of Laboratory Animal Care_k ^oit/Institute of 
Laboratory Animal Resourced f^J^LNational Intitute of Health^^iSL-v'c TGuide 
for the Care and Use of Laboratory Animals J (NIH Publication No. 86-23, 1985t&fT 

[0270] #,'|4'^IS®^^JCfife(Weisman HF, Bush DE, Mannisi JA et al. Cellular 

mechanism of myocardial infarct expansion. Circulation. 1988;78:186-201) CfBiicc? 



mmxmm>^m^&mmm^U7€^b3mm<D^mx\ s-o^yywu^&x^ 



b&foffi$mmmz&&utmmz.&<>x2m\z&ttz>o cmmt&mm. n=5)^s 
mmmm^m&mm, n=5) Q mmmfomz.&mT&w&mMmzmmnmz 



(tt&R)mxm&^x^fcmm&wffi-tz>^tftx^& 0 



[0271] 



mm) 



WO 2005/063314 79 PCT/JP2004/019441 

[0272] &yh>tm<D'bm&<?>W&) 

tef^^Ii, ##^4M, 83Bfftfc:, 'fctfHIWSKSONOS 5500, Agilent 
TechnologiesttM) ^T'Mfg^S!l^i"^o 12-MHz<£transducer£rJBV\ ^llj^j;«9 

3S(end systolic area). M-mode^T. &^m^^M^(LVDd), &^^m^M% 
(LVDs), ;£^itu!i)¥(LVAWTh)£$iJ5£U LVEF, LVFS£#tij-r5 0 
[0273] (»i^#J#W) 

-^5/y^-hy^a-^^^f5o *7^^0#W(D^^>t^ftMb, FactorVIII^ 

[0274] vioj;?^ ^^j&isMbmiim, ^atii(Dia^^^5fei-§§^^^^f|5^ 

[0275] mmms ■. mm&mmmk) 

[0276] z.(Dmm&. mm&mz.mw<<v£5^ Lewis^n^wu ^m^um^x 

mmmikfam&fty^b&x%%z.b&t>frz> 0 
[0277] mmme>) 

immmmm^^^x, mmm2-5bmm(Dmm^n^bKXox, mm<vm> 
mmtmM^mtm^mmir^b^x^ 0 
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[0278] mMM7:7 , ?#&m^ti£bf2Z>fmr) 

[0279] Zf^mm^M&m V vC, Silttft^(D* 0 yx^wy^yn-;V (PEG) \Z 

zzMmmttnmt y mmm ciookcy) <D{#m Kx^mmmtmm^n^o 
[0280] ^m\z.&\^xmwML(Dwm^htiti 0 ^m^^^x^n^tim&s 0 @ , 9 

0B,110B,110B &tf30 0 @ ^|a^^^*5^ofc 0 

[0281] (Mmte&jrm 

A. HE^fe 

[0282] B. ^^tVK/^MvWF^ffclfefe 

$il#::/Ky^P — "^vMrCf^ (Savon Willebrand factor) (factor VIN-related antigen; 
rabbit, N1505) (DAKO(Kyoto, Japan)) 

^■&:DAKO LSAB2/HRP^r5/h (DAKO(Kyoto, Japan))(D7°nhn— /W^-3Xo 

[0283] (1) \Hm^<—tt^— •&<Dzfw*i/ym& 
(3) }?*^mmr.ikm*<D£ifo 

(5) DABCO^-fe 

(6) ^(D^fe 0 

[0284] C. TO#M^T^^f«fe 

Muscle actin, HHF35 (M0635) (DAKO(Kyoto, Japan) 
lfr$5fc:DAKO LSAB2/HRP kit (DAKO(Kyoto, Japan))(D^nhn— /V^^<5< (|H_h) 

O 
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[0285] D. ^yftfl^fe 

£t#::vimentin, V9 (N1521) (DAKO (Kyoto, Japan) 

JjW: : DAKO ENVISION/HRP kit (DAKO (Kyoto, Japan))(D^ P nh=i— /W£^<3<o 
(1) F*3 Htt^— ^ if <D-?ny^7m& 

(3) ENVISIONED^— (D^Jfc 

(4) DABCO^-fe 

(5) TO^fe 0 

[0286] -t^JBfmSr, B!35£JL»^-r„ Bltt, IMttfL SWraSi©(8, 9, B) 
W^^H^f*!^) Sr^-To 

[0287] 035^3, ^LSfe:PEG+y ^(lOOkGy), 5^2^ :HBD(HB;fc) (20kg) (TfT*:lb 

[0288] 037^3, SlJ<£>*&fcfcflrCtf\ ^Sfe : PEG+ y $H(l00kGy\ #W*f#i : HBD (HB;£ 
)(20kg)(TfT^»IIR)-e(D. 8 01©^^^^ H38^«, SU^tttfeflre 
^JSife : PEG+ y j£ (100kGy\ : HBD (HB^) (20kg) (Tff ^IbfllR) 

[0289] 039^tt, B'J^lfctftflrTW^ #yS^:PEG+y j&(100kGy), #M*f^:HBD(HB^ 
)(20kg)(Tff^:»flJR) 3O0^(D^^$^TV>5„ fflfaM&HE%i&iZ£V) 
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fg&v&^fto isbK, ^.(DWikm^^x, t^>^£lfe-fe(H42)Uh^^ tr 

[0290] h^k^^^ #*#3o 0 (dh#^^\ ^mmm^^^xammMn 
©Mtagftbtif, (2)^te^{»fe^-r^ *fc(3)#»^-§p«g#>«b 

[0291] wmmitmmtvxit, (A)5kw^mmKx^m<D^mtRxi(B) ^mm 

[0292] mmms ^bftzmtir) 

m<DimbL,x^ ^>>bm&m^^x*mw<Dm.mmk&ffiKm>mms&zz. 

[0293] a. ffitmrntym 

(DDNaseMS 

Ma^A50ml^?S?*b, IHfe^, 37°C, 24B#f^ 150[Hl3te/5>-eBio-Shaker 
BR— 300LF (TAITEC) (g|43) Xff-ofc 0 
[0294] ^a^A:PBS^^T^^i-^^^t-J:o-C|«b/-o 
•DNasel 70U/ml(W@it) 

• 100U/mH^v/yy 100 ,u g/ml^h^7°h^^V (GIBCO) 
•1. 25 ju g/mlTA/}^!h>"XB (SIGMA) 
•5mM MgCl -6H O 

2 2 

100mg/l (SIGMA) 0 
[0295] (2) y _hfE^^i^!J^IWI#<7)7 0 ^^n/^^V^T, 5kGy N 15kGy, 25kG 

[0296] (3)PEG^«:^J»C500mHc:?l?*U dliffe^ 25°C, 200(11^/^ 
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Bio-Shaker BR-300LF (TAITEC) (043)^^0^ 

[0297] &Mmc:PBSK&T&mmvxwmvito 

•80fii% Polyethylene Glycol (PEG) ^^"MlOOO (t^W) 
•100U/mW^i/y^ 100 ix g/mLKh^b~^^y^ (GIBCO) 
•1. 25 J ug/mlTA*7 i y>-">'B (SIGMA) 
100mg/l (SIGMA) 0 

[0298] (4)?5fcj£ 

«ya?ftD500mllcSSfU m^BSr, 25°C, 24H#^^V>«5B#^, 200HKg/£-C 
Bio-Shaker BR-300LF (TAITEC) (12143) "Cfrofco 
[0299] M«D:PBS^^T^»bTMMbfc 0 

•100U/ml^= v-U^ lOO/zg/ml^b^h-^f^^ (GIBCO) 
•1. 25/xg/ml T-Mv^Uv^B (SIGMA) 
100mg/l (SIGMA) o 
[0300] B. ^#DNAt(Z)^t 

'(Sffl^^ : biolumin960 (Molecular Dynamics) 

ummm-. 

(a) ^ytf:-"55mM ^^BH'HJS^ 150mM ifrffc^HJi^ 5mM 
i^bv'^'TMV, 5mM EDTASrmilliQTK^fflV^TMMbfCo 

[0301] | 

ftffillCtff (0. 56U/ml/^^^m) ^s^ls&UaXJto 

(b) TNEM:*"10mM Tris, 2M NaCl, ImM EDTA^T^y Q \ZLXMW£\sV 

(c) Hoechst 33258^^- • • 1 » g/mlCTNE^^fflV^I^EfCo 

(d) t h^V^DNA^ • • • 1 g/mll^TNE^t^V ^THJjLfco 

[0302] 

1. <S^^Mb^^°/V^10mg^*«9^«9, ^5/-<^K/^^^— ^^Atb/c 0 

2. ^NV^^Ig^lml^x., 60 0 C^T24hM^fofc 0 

3. fc°^s/7vr^/3rfTV\ 1000rpm^T5^r^3t'L^g|bfc o 
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4. TNEj§?Sre80ffiP#^Ufco 

5. %tmJzMMi500 ix \XC^ Hoechst (1 n g/ml) 500 n \%W£tz@L^ 1&<i&'bft 

6. $bfeffl96:7V— htC300/ili*oT7 P 7^b^ 0 

7. ^r3fe340— 450nm-CS95£Lfc (th^VADNA^^fflV ^Tf^fifeLfc^iilfctt) 

[0303] c. a^^-^jc*^* 

Mixer Mill MM 300#^#:?fflJ^^#^g (QIAGEN) 

mm-. 

(a) ?>/<?mmwi 

Wako hU^CtK^^^/^T^y^^ 204-07885 25mM 
Wako ^U^V 077-00735 192mM 
Wako F'ris/l'WL&rt-hVVJ* 191-07145 0. 1% 
SIGMA ^nrT- if-iVfctf^— %Ft;V P2714 q 

[0304] 

1. y-i/^/\s&m<^i/^u m^m^tio 

2. m^^20mg*«9, ^-O^AtWc 0 

3. ^>^mmm5oo ixi^^y^KAti. ^r>\y^m^— ^xfixMmmm 

(5ft 30/s) "C, Mixer Mill MM 300^Jll ^T£fii»#Lfc 0 

4. <$<jfr£>U 4°C 72B#^f^mbfc 0 

5. 96#3i/K7V— M£ x ttffl^fc^^^feOjuK 200 l^Bio-RAD Prot 
ein assay (Sffr^Ufcfc©)^*., MS (595nm) £$|5£Wfc (^jfctit T/V 

(sigma) ) m^xftmjd&m^ymkmzftfb » 

[0305] D. 

1. f-^/V (10 mg)^*«9^ofc 0 

2. 6N HCl^^/Vmg^*950 ju l*P^.fc 0 

3. 85°C, 48h -fl^^y*— hWt 0 
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4. ^A(D6N NaOH 500 n l^Mx.tz. 0 

5. m^mamf^^^^mmmm^tio 

[0306] E. a-Gal^t°h— 

nm-. 

(a) Protein Block : Protein Block Serum— Free (DakoCytomation) 

(b) ;fc?§ttitA^J: GEL/MOUNT (biomeda) 

(c) GSLlB4:100f^#|R-e^ffl 

(ppi&) Griff onia simplicifolia Isolectin GS— IB4— Saporin 

< B4 Lectin-Saporin > < IB4-S AP > 

0*' — # — ^) Advanced Targeting Systems G 

[0307] 

1. 5^m-C^^SU ^iLfc, 

3. IfcMmfrmftofro 

4. Protein BlockirlO^-f^r^-^— hVfc 0 

5. Protein Block^^bfc^, GSLlB4^M?#Ut 0 37°C 60^-f ^a^<— hbfc 

o 

6. PBS^#-(-)10[lIX3^fofc 0 
[0308] ( 7 ^ta^#(7)^W) 

(i) y ^Mfi(5, f 5. 25*5j;tJ«50kGy) 

(ii) y mmM<D¥4^>? (PEGMffl^fiffO 

[0309] (a) a#M<7)^^ 

(b) ^#DNA©f"xy^ 

(c) m&?^^?'S.<D^^y? 



WO 2005/063314 86 PCT/JP2004/019441 

(d) TEMKXZ^^y? 
(e) 

(f) &m.&<DjmRj&<z>^iy? 

(g) ®m%k<D&mkBifo<n^^y?o 

[0310] ^-C, (a) - (c) mmmk<V?-^y?X*&><9, (d) Y&m$kmfc£Z>^^y?-T*jb*) 

(a) - (e) » % >f hn^?fc«9, (f) - (g) te\ -fVfc^-efcSo 
[0311] (2) y a-Galrfh— ^^tMOfPtt 

*BI&^©^S«*nLDite£*x5 a -Gal^t°h— ^"Sr, y (25, lOOkGy 

[0312] 

( y ^s^fr^wo 

(i) y^#t*(5, 15, 25:fe£-0 ? 50kGy)3oJ;^(ii) yBMM^^^i 

[0313] m&mfa<D^y?<DW%&m44\Ziri'? 0 044te, fe&>£>, ^^:/(M«tU 

it^y ||M^PEGM<D^^j;tJ?DNase^(^BU^ffo/c^^i- 0 El^fb 
WkflvfeJ:??^ PEG + DNase^ i a^ffofc^O*3 < J:OTEG+DNase+ yH^!;3g 

[0314] g|45A^, ^#DNA<D^^^^<Di^^^i- 0 g|45A{i, feO>£> % ^(T^iMi 
S&ILK PEGlCoV^-CDNase&Jfi^ y ^MIH-^PEG^oil^DNaseMa^tfii^T 
5#!k *3J:l*y ^M^PEG^S^^feit/DNaseMaOBiIt^To/c^^i- 
o PEG + DNaseMa^To^^)*5j;OTEG + DNase+ y HMS^To^COCO 

[0315] ®45B^ ||^8^^V>T^fflL^ISW<DJtt^J^>fk«ajf^<©, ^#DNA©f 

DNase^S, y j^ltSTPEGasitJ^DNase^a^tlfJCff^^l, *3<tt^ y j^flgltSr 
PEGMaO^SS^t^DNaseMacDBfi^fTofc^M^i-o y H+DNase^S^r 
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ffo^(D-e«DNA^^#LTV^^ N PEG + DNase+ y <&&S3rffofcfotfrC 

[0316] 046^, a#^^^^®<Z)^^^^*^^:^i-o El46te, ^T^^ (#L 

3S*SU, PEG^oV^DNaseMS, y ^^It^rPEGdo^t/DNaseMa^Hiri^T 

[0317] ®47^ TEM (SlS^Uti) {^S^s^Srfr ofd^^-To Bl47« N & 
^^^(^teU N PEG^OV^DNase^S, y ^Mtt^PEG^o 
Nase^aotif^f M?!k *5«tt^ y ^MM^PEG^ffiO^^oit^DNase^SfDtii 

[0318] 048^, ^loea^^^^'js-r^r^^io-c^To/cM^^i-o 

®48te. fe^fe, ^^^(^a^lU , ^V^/VT/Vf tK^a (-7 vi«) , PEG 
^oV^-CDNase^a, y i^l$tt£PEG:&£TJ*DNaseMffl<DM&£ ; fT ^itfy 

[0319] H49^, ^mifeHJ^^^^^^f ofc^^i- 0 y^m*fl5kGy(Dt>(D^ 
oVvT, #Ml3l^-ec7)HE^^{Cj;«9fi|^b/-o H49te, ^-T^^(M 
33$U , ? ;VT JVfWflm, (^klU) , PEG^ol ^DNaseiM, y r^M 

DNaseMa^mf^ToTcM^^-ro #*miMF^H#,£U-*3l vCtt, PEG + D 
Nase^a^Tofct(Z)*3j;OTEG + DNase+ y $|MS^fTofct>CD<Dl^-f *U£ 

[0320] Bl50», SiflW^gfitelSOfx^^ o7^^^i- 0 y«mi 
5kGy(D^<D^OlNT, #W#2^ ^(DHE^^i^fil^LfCo g|50« N 
^T^(iaiL), ^Vl^/VT/^tK^3S(^>kfl!lh PEG^oV^DNase 
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MS, y Hflg#t£PEG:£ it/DNase^S© fu t-ff y $|J»£PEGM 

PEG + DNase^S^ffo^(»doJ;rJ ? PEG + DNase+ y i^a^tfofct© 

[0321] 051 fctt, ^^K^^W:#^^i-o ^^^i^^&^r. 15kGyMML/c 

K ^/V^/VT/V^tKMaC^^^JH), PEG^Ol^DNaseMffl, y HUMt^PE 
G^j;U?DNaseMaotfrf^f 5#tk ^J;!^ y ^M#t^PEG^acO#^j;t^DNase 
MfflOfff^f o/c^^:^i- 0 &m&2<rn (DB#^^joVNT«, PEG + DNaseM 
3ffi£r?T ofct>(D^oJ:OTEG + DNase+ y iM^ff ofct><£><DV vf ^b^V^T^ 

[0322] 052tm,^M^HJ^o^T#/V^ 1 
5kGyM*fbfc-^^^/KD###2^^ ^=fTo/c^ i^A^y^J^/^l^JV 
(mg/mg), )Sr^i~ 0 052i3\ ^T^^(^aHL) , ^>^/VT/VftKMS 

PEG^oV^DNaseMSI, y $H$tt3rPEG3o ilFDNaseMSCDffj 
fc?T *5J;tFy ^TO^PEGMa^^^t^DNaseMaofff^fTofc^^ 
^"To ^ttl^^OB^-^V^TO, PEG + DNase^a^fofctO^o^OTE 
G + DNase+ y I^S^If ofc^<D(DV^^^*5V^Tt^5"M^J^M^^tL^ 

[0323] U±.^h, PEG + DNaseMSHf ofc^cD^M:^ PEG + DNase + ai^a^ 
[0324] \MA\ 
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PEG + DNase+ y m%±M&ffofdb<DiC$5\,^X, y1&<Dm%tM<D^\t^&%Jt£'f' 

xmmx&z^ttimMztiZo %k&&m§itiz>fflMx^ 0*lv^s« n 5-25k 
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[0326] (3) y mc&& <x -Gal3zt°h— °7V&&&<nm& 

—^&<DtzJb^m*^rthfol£\<^\^o H?l«## (allograft) \Z.&ftttDffltm 
$&f&(DtzJsb, ^?(Dm?&&tHc&mirZ>mW&M(pig. xenograft) (DMRMtK 
faVXWft&MibhtlX^Zo Khteft&^Z&mfCfc. a -gal #M*:(ant 

i-Gal antibody) M^B^i^glL-Cl ^ a -gal ( a - 

gal rfh-^WSfMk ^«^^^M»gMfi^^©^#*l*«lO&o-CV^ 
Z>Zk&t>-Z>>^>X%fto ^(Da-gal xt^-^it^^i^OffiOilLSTIil 

7^fel?3b<5 (Trends in Glycoscience and Glycotechnology Vol. 11 No. 
62 (Nov. 1999) pp. 317-327) 0 
[0327] 7 $|flg*N£J;«9 a -Gal^t°h— -7&8&£tlX\ ^36^5d^H^#t*Srig53 
Id^-fo PEG + DNase^a^P^.-r7^M(100kGy)^fT5i:. a-gal^tTh— 

7°^^§ttTv^c 0 jt«ystfla^ur, r#^i*vv(D#j^-r 0 *&tm. gsib4( « 1 

, 3Gal)^t°h— W^^fflV>-CtfettlLfeo 
[0328] J:«9^V^ltm(25kGy)-et, M54iZ.^irX^i^ PEG + DNaseMffl 

Ktt\%.Xy1&m$t(.25\sGy)&ft5k, a -gal^t^ ://»*£*VCV >fc Q '©i^ 

mfc!>— ^S|&*£;ft/CV^t^#^ofc 0 lot, a-galrfh— 
[0329] a-tJ;^ ^^K^joV^Tx PEG + DNasei&3^fTo7bk<D^it-<, PEG + DNa 

se+ y m^M^n<>t^(D<Dm^m^^^^t^mm^titc 0 

[0330] *fc, PEG + DNase + y Wtt&M&ft ofc^tf^&V v"C, y HOflSI*©^^^ ( 

PEG(Dgtf^) cDjgV ^^^i-^#^^(9^^^^^ofc 0 
[0331] PEG + DNase+ y ^^ta^fofc^O^joV^, yI©IM©IV^^Mt 

[0332] PEG + DNase^tS(D^-e^a-gal^t 0 h— ^°«|^^$^V^^ N 
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(25kGy, 100kGy)£rfr5^ a-gal^t°h— ^^5fe$tLTV>fc 0 

[0333] mmz.jim£tiz>z.k&<D?&& ±mmmm^h, y mmmtwrvu^ 

[0334] #*L<tt, MBJ!frfbi:LT, PEGfctf£rfflV\ JftDNA^LTDNa 

[0335] (HM^|9:^#^*5it^PERV^*^(l^) 

£3J&M^MS£ 7 HAMt (lOOkGy) (DM laMfiftM^To^ #* 
^ifettHBD^20kgSr^#*cB^T»;:aiJ»«^f V \ TfT^lM-M^TofCo 
[0336] PERV^mteWT (1) — (4) d^^^llDNA^tttiiL, RT-PCR^oTfr 

(2) JMMb:7^# 

(3) #*^30 0 @ [t«^LfcEllfi{b7^# 

(4) #«|56 0 @ ^ffib«»^^# 0 
[0337] A. DNA©itii^fe 

DNeasy Tissue Kit (QIAGEN) MV>T, J^^OTWa— /MCflGo-C^To 
fc 0 

[0338] B. RT-PCR^fe 

[0339] lOXPCRjjgffrfg 2/zl 
NTPs 2 ix 1 
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MgCl 1 u 1 

2 

^v-(10^M)7*17-K 1/zl 

Jjfi^-t&XlTaq (TaKaRa) 0 . 2 ju 1 

dHO 10. 8^1 

2 

^V^l/-h(cDNA*fcl4DNA) 2. 0 m 1 
2. PCR£\ GeneAmp9700BB?!l^tii^'7 t ASrffiV>'C^To^: 0 
[0340] < fes*> 

!7;$-!7' — K^^f"^' — : act aca aca egg ctg aag gta g(B£^IJ#^l) 
: ttg teg agt ggg gtc eta ttg (E#|#-^-2) 

•pigGAPDH^ffiffl 

7^-17— K^^-Y"^—: ctg cac cac caa atg ctt age (IB^!j#^3) 

y^fy-i-^—: gee atg cca gtg age ttc c (IE^ItH) 
•dogGAPDH^mffl 

~7*V—Vzf7^—: gtg atg ctg gtg ctg agt atg ttg (BE^J#^-5) 
])^^—^~f : 7^' r T-— : tgg eta gag gag cca age agt t(SS^IJ#^"6) 

95TV5— lO^ 
v>2 95°C/15# 
>>3 5S°C/1 5# 
v>4 72<€/l 5> 
l^±M (40— 
72°C/7^ 
4°C(^T) 0 
[0341] (Jim) 
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[0342] H55te, Jc&m&zfffr&bM. PFRVK\£T5RT-PCRMffiKfr\?it$&&&F 

[0343] y tIMMoy^#^5^J, ^tJ^i^f^^n— /V&PERVfc 

|§^5RT-PCR^l£jHtfc*k££;^1-„ ^tt5«t5^ 

[0344] 057te, y^M#t^3g<D^#^oV>T#fit^3O0 @ (3)*3«tt^56 0 g (4), 

^•nt^m^to ^ztizxoKs w>mkso 0 g *3.£t*56 0 n \zmmjt$mi& 

[0345] (HJfe^llO) 

wtt. ^(Dmmnm\cmmvxm^ti^^<Dxw^\ tt&mt&. wnmM 
(Dmm K£^x<D^<Dmmfim^ft%^xh%zbfimM£tiz>o m 

m^^xmw^m&mmirz^b&x^z^btimM&tiZo *mmwiz.m^xB\ 

tiXh^(Dbmm^(D^m^mmm^Mir^mb^xmm^ti^^xh^ 
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[0347] *mmK£9 s mmmmm^mjMmm^im^nmm^^. mmmwrn^nf 
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[1] 
[2] 

[3] 

[4] 

[5] 
[6] 
[7] 

[8] 

[9] 

[10] 

[11] 



m^mm 

$JeL|§!co 

a) mmn<vmmmi?m^ ^*?v ^x^mR^MM-r^u^v^mxh 
mm^nx\ \ ft ^in ^fB*(DMj3a^*m 

Mo 
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ill [:!BM»WW„ 

[12] tim?i?*A'RJ&l£ y iM-efc^ t% y 10-250kGy-e&3 

[i3] wm^wtA'Rj&te y mmM-e&y, m y mmmi^ m^, mm*p. ^m^, ±m 

[H] mmmmtmrnn, DNase^m^ntch^h^, m^kmi ciei©Mfi 

[i6] mm^Hhvx\^^mcomnm^^-^^mn. i, 2-^*K3r>'KzKy^ 

[17] ttfiE^-fe/HbbTv ^M^mmmftL^fcrn-mi-i, m^^>^)^—;v (pe 

G)£^ti\ ft^JSl5^fB«(DMJi^bMo 

[18] iifffaPEG<DTO5^ftte. 200i:2000i:(D^-e^. ft^ril7^IB*!^MJ!frfb 

[19] ffjfBPEG(D ft^iI17^fB«c^MJ!^bm^o 

[20] ftjfBMo«$l#*}*, ^J5%^Tt?fc§, M^l^lB«Oj!5fc»>f^l.^o 

[21] m^MMcoMmm&mz, m4%£XT-?&%, mM^iKmrn^mmmmMo 

[22] BfftBM(D^a^a#*^, mi%£iT-v&%, mMmict£M<vm>mmkmm 0 

[24] mmummmmmm^ ^3o%j^T-e£>3. ft^iii^fB*fe^M^b*Mo 

[25] ffffBll^om^S^^^, ^15%J^T-C£>3, ft^iH^fBaoM^b*m 

[26] BffiEm^com^ts^^^ ^j5%j^t^§, m^mi^mm^ummtmMo 

[27] BfffBm^«, EB*)Sffli-§r^^-e#§m^^s^*r6, ft^iii^ta*cojM 

[28] ttffBM^, ^M^^^a^|g(D|a^5^(D80%^_hcD|a^5M^«. 
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[29] tfiiEm^fi. mmm^%±mw:M(D p m<D8o%u±(Dmm&m&^-f&. it ^ 

[30] 20£x±.<d # mmm^^^-t^. m^mi icmm^mmtrnMo 

[31] tffsBiamf*. wmm^hz. mMmiKmm.co®tmmk*mo 

[32] ittmam^te. At, aw &J& 

[33] ttrtaMflmbM^^tt^ 

[34] BfrtBiHJia^hy^oa#*», mnmzi&&irz>z£&m££irz>, mMm33ic 

[35] itfjfa,mi», Bf?Llb^S5fe-efc3, ft 3^111 ^fB^oMjj^kiamo 

[36] MfB,m», th&mx&^ ft ^i ^ia*o»J!^kia^o 

[37] itfrtaMte. -79 £ 5f5-e*>5. SMfc® 1 ^e*c<^J&*PMb*im, 

[38] tfffBmm^. ^/^^^^j^^^tt-cv ^ mMmu^mm^mmtmm 

o 

[39] ffjfB^/v^«, uYn^^^^X-X^^v^^^/v^h^m^mU^fh^, ft 

[40] itfrna-M/l^te, ^rt^t^hn-M^ (PERV) £r^tf\ If 5£lR38^fEic(DJM 

[41] ffffBPERVte, th«^^^«^^$^V^mS^^$tb-CV^§, fff 

[42] i*^Jii^iB«^MJ!^bm^ti>, mmy^yK 

[44] mmm^yut, mvt, w^^^^^^^^^^^^^^^^^^-rs, 

[45] m.mmtmm^mir^mx^ox^ 
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[46] ifrfB^v^/vM^ 9^/^©**Sr^tf, t*jfc^45fcfB*fc©:#ifco 
[48] ifffB^v^/kae^te, y <&flBlt. #*MftflBI*, 7!J— yitX/vi&ffiM^oMm, M 

[49] itfrfB^v^/kStJ^te y b£ y ^M^M-*^ 10-250kGy-efe5 

^ If ^Il45^fB*0^& 0 

[50] iiiffB^v^/^JSte y HI y Ilt^Mtii, 40-100kGy-e$>5 

„ f*^JS45^|B«^^&o 

[51] tfjfB^^/v^^ y i§ufjre;fc<9, s£ y i&js&m. mm*p. mm*p. ±u 
[52] mm^jj^ELfcu. ±.%^\z.$o\ ^T^T^t^^, mMm45{z.mm^m 0 

If ?}<il45^fB4fe(D^-i£ 0 

[54] ttfiE5:-fe/HbbTv ^M<Dmnm&ft^-&^t?m-wi-z, i , 2-^^K^y 

[55] IfrfB^ir/Hbb-CV ^B^Mtt^t^ftm. JKyxfi/^ya-^ (PE 
[56] itffiEPEGc^i^9-^*te\ ^200^2000^CD^-efe^ N fit s}<*R55^tBgc<^&c 

o 

[57] fi|fBPEG<D^J£j^*«\ ^J1000i!^j2000i!(Dra"efe6, ft^ll55^fB«c»^ 
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[58] BiifBPEG^^, ^160— miOO%mWiX*2b^ ft^3g55^fEft(D^m o 

o 

[6i] mftBiam^. mmMVomte-zfoz. m^m45Kmm.<D^m 0 

[62] ftjfBMte, t htLtifey*? m Jfe^bS , ft^45^fBm<z>3m o 

[63] iiijfaM-rx@te N 30^^1-10 0 natr fetxs, 11^1145 ^ib«(d^ 0 

[64] BfjfBMi-x@«, ^aw^a^^^-a-r^ ft m*K45 iz.mm^m 0 

[65] &£>fc, 

d) mmsM^^-r^u, 

[66] mm^ir^jim^ 0. 5 0 0 p^T^tvs, ft ^iiss^tB^^-feo 

[67] mmmmm^^. ±&m&&'e&z>. ^^^45^ib«©^ 0 

[68] itfffB?!1-X@te, 8t#X@?r^i-5, f»^ll45^fB«(D^|fe 0 

[69] mjfB?^rx@«, 9tW$r£^ i)^, immU±ftfrtiZ>, fiMC45^IBm<z>;^fe 

o 

[70] mimMmm.mz, DNase^ffl^ft^<D-e&§, ft^^45^tB«o^m 0 

[71] ^mmm^mrm^hK^ir^^ mMm45Kmm<D^m 0 

[72] filfB^^W^a^, DNase^J;§^S-efe§, |*^<^68^fB4fe(D^fe 0 

[73] MfB^I^JSte, DNaseI^i§^a-e*>§, ft 5£l!68^fBic<^feo 

[74] ffffBDNase^SMSte, 240#F^^X ; fT^^, M^il72^fB*fe(D^o 

[75] mmy^^Ks^u, y mmmxm. m y mmm^mmmm^ mMmtnos 

[76] £h\mm%mMirZ>Jm$:&^irZ>, ft ^«45^fE*(D^& 0 

[77] mMm45icmm<D^m^x^x^hti^ 

[78] »©#4*fet*o-C, 



WO 2005/063314 



100 



PCT/JP2004/019441 



[79] ntm^z^Bifofe, 7V-^z>s^<Dmm&^&, m MmsicmM&jrmo 

[so] mmummtmm^m^^m-r^rM^hK^'r^ it Mmvsicmm^ 

[si] mifBiffl^{i. mm^mmxh^. mMmso^mm^mo 

[82] ittjfBMte, Wi'm*kfciHKft$Eir^ ft*il80^fE«o^mo 

[83] mmmmt, mmtkfot^ mmm^^^x^ mMm80[cmm^m o 

[84] ffjfaM^ Mm^fotte, mM^M80{z.mm^m o 

[85] itfifaMte, mm^m^wmmi^tch(D-^h^, w^iso^fE*^;^ 

[86] buibm^ ikmmm^fcmkwmmmxh^, m^msoKmrn^mo 

[87] mm^t^mmir^mm^mw^mm^m^mmir^jm^hK^'r^ 

[88] mm±m^^m^ mm^^m^tc^^^mx^ mMm87\z.m 

[90] fijfB^ffl^tt^JCte, HGF, VEGF, FGF, IGF, PDGF^oit^EGF^^^^I^j: 

f«3S87^fB«(D^ 0 

[91] tffiEm^f*. jfew, aw >bm. mm. Mm^x^'W^h^m^ 

[92] mm^^b^mir^mxhox, 

[93] mifB^^/V^f*, 7^*;^ (Dmm^tf, fi^^^fBic^Sco 

[94] itiifBMte, J&W«l£fcteJkW#«^fc^ If ^il92^fE*»^fe 0 



WO 2005/063314 



101 



PCT/JP2004/019441 



[95] ffnaMte, jfew, >e>ra#, fom. mm, ^^w^wm 

[96] wmm.mmB.m-z. mm&tsh^t?^ m Mm92icmm<D^m 0 

[97] $e>^ 

[98] mm^m^^mn, mm^^m-r^^v^^^^ m^s7\zm&<ojj 

[99] mMm92\cmm<vjfmiz.£<>x^m£fLti, mm?97K 

[100] 

[101] mlfB^^/V^^, 7v ? ^/^<Z)#^^ti>, ft ^JSlOO^fB^75i£o 

[102] tfjfaa^^, «^$^^t? , it Mmioo\z.mm^m 0 

[103] fijfB£fr», «£riTU£v\ ft^illOO^fB^TJfefeo 

[104] ffjfB/SMte, BfrfBM^f*S*-e$?§, f»^iI100{ClfB<c(D7J&o 

[105] ffflEm^f*. AW, Jfolf ^jgl, fjOU, ^J^*5i^#d^»$tL 

[106] MfB«H*te, mimm^hZ, ff^lOO^fBfc^feo 

[107] mffBTOf*^, tb-c&5. ft^lllOO^fB*^)^o 

[108] Ii^#*<Dfc#><D|£|re£>o-C, 

k 

[109] itfrfB^TJ/kge^te, 7V—9i?jJJ^(Dmm&^&, If ^iI108^fB*(D75ifeo 
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[112] itfi!B,mi^te, th^c^^ijfe-e^, ft Mmio8icmm(Dmmo 

[113] itfrta,Mte. Mm&m&&mtir%tMm*&M^hz>. mMmiosicmmcomMo 

[in] y^;v^^ntz.mmmmmt, ^fc^mm,mmtmm^mm^9^h(D 

[115] Mm^jjj^ECfcn, 7V—9i?jj/^<Dmm%:^&, mM^ii4\z.mm^^ 0 
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